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Connecting via Winsock to STN 
Trying 3106016892 ... Open 

Welcome to STN International! Enter x:x 

LOGINID : SSSPTA1644PNH 

PASSWORD: 

TERMINAL (ENTER 1, 1, 3, OR ? ) : 2 



* Welcome to STN International ********** 

Web Page URLs for STN Seminar Schedule - N. America 
IMSworld Pharmaceutical Company Directory name change 
to PHARMASEARCH 

Korean abstracts now included in Derwent World Patents 
Index 

Number of Derwent World Patents Index updates increased 
Calculated properties now in the REGISTRY/ ZREGISTRY File 
Over 1 million reactions added to CASREACT 
DGENE GETSIM has been improved 
AAASD no longer available 

New Search Capabilities USPATFULL and USPAT2 
TOXCENTER (SM) - new toxicology file now available on STN 
COPPERLIT now available on STN 

DWPI revisions to NTIS and US Provisional Numbers 
Files VETU and VETB to have open access 

WPINDEX/WPIDS/WPIX New and Revised Manual Codes for 2 0 02 
DGENE BLAST Homology Search 
WELDASEARCH now' available on STN 
STANDARDS now available on' STN 
New fields for DPCI 
CAS Roles modified 

1907-1946 data and page images added to CA and CAplus 
BLAST (R) searching in REGISTRY available in STN on the Web 
Searching with the P indicator for Preparations 
FSTA has been reloaded and moves to weekly updates 
DKILIT now produced by FIZ Karlsruhe and has a new update 
frequency 

Access via Tymnet and SprintNet Eliminated Effective 3/31/02 
Gene Names now available in BIOSIS 

3ruary 1 CURRENT WINDOWS VERSION IS V6.0d, 
CURRENT MACINTOSH VERSION IS V6.0a(ENG) AND V6.0Ja(JP), 
AND CURRENT DISCOVER FILE IS DATED 05 FEBRUARY 2 0 02 
NEWS HOURS STN Operating Hours Plus Help Desk Availability 
NEWS INTER General Internet Information 
NEWS LOGIN Welcome Banner and News Items 

NEWS PHONE Direct Dial and Telecommunication Network Access to STN 
NEWS WWW CAS World Wide Web Site (general information) 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 
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FILE 'HOME' ENTERED AT 08:44:00 ON 13 MAR 2002 
=> s LHRH conjugate 

THIS COMMAND NOT AVAILABLE IN THE CURRENT FILE 

Some commands only work in certain files. For example, the EXPAND 
command can only be used to look at the index in a file which has an 
index. Enter "HELP COMMANDS" at an arrow prompt (=>) for a list of 
commands which can be used in this file. 

=> file medline embase scisearch biosis caplus 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0-15 0.15 

FILE 'MEDLINE' ENTERED AT 08:44:35 ON 13 MAR 2002 

FILE 'EMBASE' ENTERED AT 08:44:35 ON 13 MAR 2002 

COPYRIGHT (C) 2002 Elsevier Science B.V. All rights reserved. 

FILE 'SCISEARCH' ENTERED AT 08:44:35 ON 13 MAR 2002 

COPYRIGHT (C) 2002 Institute for Scientific Information (ISI) (R) 

FILE 'BIOSIS' ENTERED AT 08:44:35 ON 13 MAR 2002 
COPYRIGHT (C) 2002 BIOLOGICAL ABSTRACTS INC. (R) 

FILE 'CAPLUS' ENTERED AT 08:44:35 ON 13 MAR 2002 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT . 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2002 AMERICAN CHEMICAL SOCIETY (ACS) 

=> s LHRH conjugate 

LI 3 0 LHRH CONJUGATE 

=> s 11 and diphtheria toxoid 

L2 3 LI AND DIPHTHERIA TOXOID 

=> dup remove 12 
PROCESSING COMPLETED FOR L2 

L3 3 DUP REMOVE L2 (0 DUPLICATES REMOVED) 

=> d 13 1-3 cbib abs 

L3 ANSWER 1 OF 3 CAPLUS COPYRIGHT 2 002 ACS 

2000:493406 Document No. 133:115532 Improved saponin adjuvant compositions 

and methods relating thereto. Walker, John (CSL Limited, Australia) . PCT 
Int. Appl. WO 2000041720 Al 20000720, 53 pp. DESIGNATED STATES: W: AE, 
AL, AM, AT, AU, AZ , BA, BB, BG, BR, BY, CA, CH, CN, CR, CU, CZ , DE, DK, 
DM, EE, ES, FI, GB, GD, GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, 
KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, NO, 
NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, TZ , UA, UG, 
US, UZ, VN, YU, ZA, ZW, AM, AZ , BY, KG, KZ , MD, RU, TJ, TM; RW : AT, BE, 
BF, BJ, CF, CG, CH, CI, CM, CY, DE, DK, ES , FI , FR, GA, GB, GR, IE, IT, 
LU, MC, ML, MR, NE, NL, PT, SE, SN, TD, TG . (English). CODEN : PIXXD2 . 
APPLICATION: WO 1999-AU1167 19991224. PRIORITY: AU 1999-8073 19990108. 

AB An adjuvant compn. which comprises an anionic macromol . component 

particularly an ionic polysaccharide such as DEAE-dextran, and a saponin 
component, particularly an immuno stimulating complex component. 
Immunogenic compns . comprising an immunogen and this adjuvant compn. are 
also disclosed together with methods of use thereof. Formulations with 
LHRH peptides may be used for regulation of fertility of domestic animals. 



L3 ANSWER 2 OF 3 CAPLUS COPYRIGHT 2 002 ACS 
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1999:64702 Document No. 130:138280 Immunogenic LHRH compositions and methods 
relating thereto. McNamara, Michael Kerin (CSL Limited, Australia) . PCT 
Int Appl. WO 9902180 Al 19990121, 41 pp. DESIGNATED STATES: W: AL, AM, 
AT, AU, AZ, BA, BB, BG, BR, BY, CA, CH, CN, CU, CZ , DE, DK, EE, ES, FI, 
GB, GE, GH, GM, HR, HU, ID, IL, IS, JP, KE, KG, KP, KR, KZ , LC, LK, LR, 
LS LT, LU, LV, MD, MG, MK, MN, MW, MX, NO, NZ , PL, PT, RO, RU, SD, SE, 
SG, SI, SK, SL, TJ, TM, TR, TT, UA, UG, US, UZ , VN, YU, ZW, AM, AZ , BY, 
KG, KZ, MD, RU, TJ, TM; RW : AT, BE, BF, BJ, CF, CG, CH, CI, CM, CY, DE, 
DK, ES, FI, FR, GA, GB, GR, IE, IT, LU, MC, ML, MR, NE, NL, PT, SE, SN, 
TD, TG. (English). CODEN : PIXXD2 . APPLICATION: WO 1998-AU532 19980709. 
PRIORITY: AU 1997-7768 19970709. 

AB The present invention relates generally to an immunogenic LHRH compn. and 
more particularly to an immunogenic LHRH compn. comprising an LHRH 
C-terminal fragment of at least five amino acids. The present invention 
is useful, inter alia, as a prophylactic and/or therapeutic agent for the 
modification of fertility and behavior patterns of animals, the 
achievement of livestock prodn. gains such as increasing growth, 
decreasing feed conversion ratios or the control of unwanted organoleptic 
characteristics or the treatment of disorders of the reproductive organs. 

L3 ANSWER 3 OF 3 CAPLUS COPYRIGHT 2 002 ACS 

1991:506492 Document No. 115:106492 Influence of the genetic background and 
carrier protein on the antibody response to GnRH. Sad, Subash; Talwar, G. 
P.; Raghupathy, Raj (Natl. Inst. Immunol., New Delhi, 110067, India). J. 
Reprod. Immunol., 19(2), 197-207 (English) 1991. CODEN: JRIMDR. ISSN: 
0165-0378. 

AB A vaccine against the gonadotropin-releasing hormone (GnRH) is being 
developed as an Immunol, method for the treatment of prostatic 
enlargement. The influence of the genetic back-ground on immune responses 
to GnRH conjugated to diphtheria toxoid (DT) was 

investigated. Mice of different strains were injected with the conjugate 
and the antibody levels against GnRH and DT quantitated in order to 
examine the effect of genetic background on immune responses to the hapten 
and the carrier. All immunized animals produced antibodies to DT. 
Anti-GnRH antibodies were generated by all strains of mice except 129. 
The low anti-GnRH response in the 129 strain mice did not appear to be 
MHC-linked, as C57BL/6 mice, which bear the same MHC haplotype as 129 mice, 
were able to generate a strong anti-GnRH response. The non- responsiveness 
to the hapten (GnRH) in 12 9 strain mice was overcome by the use of an 
"alternate carrier" approach. 



=> dup remove 11 
PROCESSING COMPLETED FOR LI 

L4 2 2 DUP REMOVE LI (8 DUPLICATES REMOVED) 

=> d 14 1-22 cbib abs 

L4 ANSWER 1 OF 22 CAPLUS COPYRIGHT 2 002 ACS 

2001:297646 Document No. 134:311586 Ionic molecular conjugates of 

biodegradable polyesters and bioactive polypeptides. Shalaby, Shalaby 
Wahba; Jackson, Steven A.; Moreau, Jacques-Pierre (Societe de Conseils de 
Recherches et d ' Applications Scientif iques , SAS, Fr.). U.S. US 6221958 Bl 
20010424, 17pp., Cont . -in-part of U.S. 5,863,985. (English). CODEN: 
USXXAM. APPLICATION: US 1999-237405 19990126. PRIORITY: IE 1993-5 
19930106/ WO 1994-US148 19940105; US 1995-464735 19950629; US 1997-867308 
19970602. 

AB Disclosed is a sustained release pharmaceutical compn. The compn. 

includes a polyester contg. a free COOH group ionically conjugated with a 
bioactive polypeptide comprising at least one effective ionogenic amine, 
wherein at least 50% by wt . of the polypeptide present in the compn. is 
ionically conjugated to the polyester. The polyesters contain citric acid 
or tartaric acid. 
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L4 ANSWER 2 OF 22 MEDLINE DUPLICATE 1 

2002010552 Document Number: 21252950. PubMed ID: 11353532. Synthesis, 
characterization, and labeling with 99mTc/188Re of peptide conjugates 
containing a dithia-bisphosphine chelating agent. Gali H; Hoffman T J; 
Sieckman G L; Owen N K; Katti K V; Volkert W A. (Department of Radiology, 
University of Missouri -Columbia, Columbia, Missouri 65211, USA. ) 
BIOCONJUGATE CHEMISTRY, (2001 May-Jun) 12 (3) 354-63. Journal code: 
9010319. ISSN: 1043-1802. Pub. country: United States. Language: English. 
AB Radiolabeling of small receptor-avid peptides at specific predetermined 

chelation sites with radioactive metals has been an effective approach for 
production of target-specific radiopharmaceuticals for diagnosis and 
therapy of diseases. Among various electron-donating groups found on 
chelator frameworks, phosphines are unique because they display versatile 
coordination chemistry with a wide range of transition metals. We have 
recently reported the utility of a dithia-bis (hydroxymethyl) phosphine- 
based (P2S2) bifunctional chelating agent (BFCA) containing air-stable 
primary phosphine groups to form 99mTc- labeled receptor-avid peptides by 
the preconjugation approach. Here we report a novel strategy for labeling 
small peptides with both 99mTc and 188Re using the P2S2-COOH 
(6, 8 -bis [3- (bis (hydroxymethyl) phosphanyl) propyl sulf any 1] octanoic acid) 
BFCA by a postconjugation radiolabeling approach. The first step in this 
approach involves the coupling of the corresponding (PH2 ) 2S2-COOH 
intermediate to the N-terminus of the peptide (s). Formylation of P-H bonds 
with aqueous formaldehyde in the presence of HCl in ethanol affords the 
corresponding (hydroxymethyl) phosphine -P2S2 -peptide conjugates in the form 
of an oxidatively stable phosphonium salt. The P2S2 -peptide conjugates are 
generated (where the PH2 groups are converted to P(CH20H)2 groups) by 
treatment of the P2S2-peptide phosphonium salt(s) with 1 M sodium 
bicarbonate solution at pH 8.5. Complexation of BFCA conjugates with 99mTc 
is achieved by direct reduction with Sn(II) tartarate to yield the 
99mTc-P2S2 -peptide conjugate in near quantitative yields. Complexation of 
the BFCA conjugates with 188Re is achieved by transchelation with 188Re 
citrate in yields of >/=90%. In this study, (PH2 ) 2S2 -COOH BFCA was 
conjugated to model peptides. The glycineglycine ethyl ester 
(GlyGlyOEt) - (PH2) 2S2-C00H BFCA conjugate was converted to the 
hydroxymethyl ene phosphine form and complexed with 99mTc to produce the 
99mTc02-P2S2 -GlyGlyOEt conjugate 8 in RCPs of >/=95%. This singular 99mTc 
product is stable over 24 h in aqueous solution as confirmed by HPLC. 
Identical retention times of the 99mTc02 -P2S2 -GlyGlyOEt complex and its 
cold rhenium analogue (Re02 -P2S2-GlyGlyOEt) on HPLC indicates similarity 
in structures at the macroscopic and the tracer levels. The utility of 
this postconjugation strategy was further demonstrated by synthesizing a 
P2S2-D-Lys6-LHRH conjugate and producing its 
corresponding 99mTc complex in RCPs of >/=88%. Finally, the 
P2S2-5-Ava-BBN [7-14] NH2 bombesin (BBN) analogue was synthesized, the PH2 
groups converted to P(CH20H)2 groups and subsequently labeled with 188Re 
to yield a 188Re-labeled bombesin analogue with a RCP of >/=90%. The 
biological integrity of this conjugate was demonstrated in both in vitro 
and in vivo. The results of this investigation demonstrate that the 
(PH2) 2S2-COOH BFCA can be conveniently used as a precursor for labeling 
small receptor-avid peptides with diagnostic (99mTc) and therapeutic 
(188Re) radionuclides via the postconjugation approach in high yields. 

L4 ANSWER 3 OF 22 CAPLUS COPYRIGHT 2002 ACS 

2002:52034 Luliberin in contraceptive vaccines. Szewczuk, Apolinary; 

Kurowska, Ewa (Lab. Bialek Sygnalowych, Inst. Immunol, i Terapii Dosw., 
Polska Akad. Nauk, Wroclaw, 53-114, Pol.). Biotechnologia (4), 47-54 
(Polish) 2001. CODEN: BIECEV, ISSN: 0860-7796. Publisher: Instytut 
Chemii Bioorganicznej PAN. 

AB Luliberin (LH releasing-hormone, LHRH) is the key regulatory decapeptide 

that controls reprodn. in mammals. It is secreted by the hypothalamus and 
after binding to a specific receptor it initiates a series of events 
leading to the liberation of lutropin (LH) and finally steroid sex 
hormones. In some case, the infertility in females and males may be 
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explained by mutations of the LH or LHRH receptor genes. Immunization of 
animals with LHRH conjugates induces high titers of 

antibodies, resulting in the cessation of the biol. function of the 
hormone and, in the end, in a temporary infertility. In this review, the 
application of LHRH vaccines as birth control for women and men was 
presented. Being effective and inexpensive, semisynthetic LHRH vaccines 
are useful in the animal breading for immunocastration . The best vaccines 
are totally synthetic LHRH ones, which are much safer than the CG- or 
LH-vaccines based on antigens isolated from human material, which may be 
contaminated with pathogens . 

L4 ANSWER 4 OF 22 CAPLUS COPYRIGHT 2 002 ACS 

2000:493406 Document No. 133:115532 Improved saponin adjuvant compositions 

and methods relating thereto. Walker, John (CSL Limited, Australia) . PCT 
Int. Appl. WO 2000041720 Al 20000720, 53 pp. DESIGNATED STATES: W: AE, 
AL, AM, AT, AU, AZ , BA, BB, BG, BR, BY, CA, CH, CN, CR, CU, CZ , DE, DK, 
DM, EE, ES, FI, GB, GD, GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, 
KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, NO, 
NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, TZ , UA, UG, 
US, UZ, VN, YU, ZA, ZW, AM, AZ, BY, KG, KZ, MD, RU, TJ, TM; RW : AT, BE, 
BF, BJ, CF, CG, CH, CI, CM, CY, DE, DK, ES, FI , FR, GA, GB, GR, IE, IT, 
LU, MC, ML, MR, NE, NL, PT, SE, SN, TD, TG. (English). CODEN: PIXXD2 . 
APPLICATION: WO 1999-AU1167 19991224. PRIORITY: AU 1999-8073 19990108. 

AB An adjuvant compn. which comprises an anionic macromol . component 

particularly an ionic polysaccharide such as DEAE-dextran, and a saponin 
component, particularly an immunostimulating complex component. 
Immunogenic compns . comprising an immunogen and this adjuvant compn. are 
also disclosed together with methods of use thereof. Formulations with 
LHRH peptides may be used for regulation of fertility of domestic animals. 

L4 ANSWER 5 OF 22 BIOSIS COPYRIGHT 2002 BIOLOGICAL ABSTRACTS INC. 

2000:405238 Document No.: PREV200000405238. Regulation of targeted 

chemotherapy with cytotoxic lutenizing hormone -releasing hormone analogue 
by epidermal growth factor. Krebs, Linda J.; Wang, Xiaopeng; Pudavar, 
Haridas E.; Bergey, Earl J./ Schally, Andrew V.; Nagy, Attila; Prasad, 
Paras N. ; Liebow, Charles (1). (1) Department of Chemistry, Institute for 
Lasers, Photonics, and Biophotonics , State University of New York, NSM 
Complex, Room 811, Buffalo, NY, 14260-3000 USA. Cancer Research, (August 
1, 2000) Vol. 60, No. 15, pp. 4194-4199. print. ISSN: 0008-5472. Language: 
English. Summary Language: English. 

AB Targeting chemotherapy selectively to cancers can reduce the toxic side 
effects. AN-152, a conjugate of doxorubicin and (D-Lys6) -luteinizing 
hormone-releasing hormone (LH-RH) , is more potent against LH-RH 
receptor-bearing cancers and produces less peripheral toxicity than 
doxorubicin. Many cancers, e.g., 50% of breast cancers, but few normal 
tissues express these receptors, providing a selective target for this 
cytotoxic conjugate. In this study, the effectiveness of AN-152 was 
heightened by receptor up-regulation . The cytotoxic effect of AN-152 can 
be regulated by the number of active LH-RH receptors on cancer cells. 
LH-RH receptor-positive (MCF-7) and -negative (UCI-107) cancer cells were 
treated with epidermal growth factor (EGF) or the somatostatin analogue, 
RC-160. EGF and RC-160 have been shown previously to regulate LH-RH 
receptors through phosphorylation. The effect of receptor regulation, by 
hormone exposure, on the cytotoxicity of AN-152 and doxorubicin and on the 
cellular uptake of AN-152, (D-Lys6) LH-RH, or doxorubicin was assessed by 
the 3- (4,5-dimethylthiazol-2-yl) -2,5-diphenyltetrazolium bromide assay and 
by two-photon laser scanning microscopy. The results demonstrated that the 
cellular entry of the conjugate was: (a) specific for cancers with LH-RH 
receptors; (b) up-regulated by EGF; (c) down- regulated by RC-160; and (d) 
the cytotoxicity of the AN-152 paralleled the efficiency of entry. This 
study illustrates the potential use of receptor regulation for increasing 
the efficacy of chemotherapeutic approaches that are directed to cell 
surface receptors. 
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L4 ANSWER 6 OF 22 CAPLUS COPYRIGHT 2 002 ACS 

2000:82250 Document No. 132:202765 Stability of cytotoxic luteinizing 
hormone-releasing hormone conjugate (AN- 152) containing doxorubicin 
14-0-hemiglutarate in mouse and human serum in vitro: implications for the 
design of preclinical studies. Nagy, Attila; Plonowski, Artur; Schally, 
Andrew V. (Endocrine, Polypeptide, and Cancer Institute, Veterans Affairs 
Medical Center and Section of Experimental Medicine, Department of 
Medicine, Tulane University School of Medicine, New Orleans, LA, 
70112-2699, USA). Proc . Natl. Acad. Sci. U. S. A., 97(2), 829-834 
(English) 2000. CODEN: PNASA6 . ISSN: 0027-8424. Publisher: National 
Academy of Sciences. 

AB Recently, the authors developed a series of cytotoxic peptide conjugates 
contg. 14-O-glutaryl esters of doxorubicin (DOX) or 2-pyrrolino-DOX 
(AN-201) . Serum carboxylesterase enzymes (CE) can partially hydrolyze 
these conjugates in the circulation, releasing the cytotoxic radical, 
before the targeting is complete. CE activity in serum of nude mice is 
about 10 times higher than in human serum. Thus, the authors found that 
the tl/2 of AN-152, an analog of LH-releasing hormone (LH-RH) contg. DOX, 
at 0.3 mg/mL is 19 . 49 . +- . 0 . 74 min in mouse serum and 126 . 06 . +- . 3 . 03 min in 
human serum in vitro. The addn. of a CE inhibitor, diisopropyl 
f luorophosphate (DFP) , to mouse serum in vitro significantly (P < 0.01) 
prolongs the tl/2 of AN-152 to 69 . 63 . +- . 4 . 44 min. When DFP is used in 
vivo, 400 nmol/kg cytotoxic somatostatin analog AN-238 contg. AN-201 is 
well tolerated by mice, whereas all animals die after the same dose 
without DFP. In contrast, DFP has no effect on the tolerance of AN-201. 
A better tolerance to AN-238 after DFP treatment is due to the selective 
uptake of AN-238 by somatostatin receptor-pos . tissues. The authors' 
results demonstrate that the suppression of the CE activity in nude mice 
greatly decreases the toxicity of cytotoxic hybrids contg. 2-pyrrolino-DOX 
14-O-hemiglutarate and brings this animal model closer to the conditions 
that exist in humans. The use of DFP together with these peptide 
conjugates in nude mice permits a better understanding of their mechanism 
of action and improves the clin. predictability of the oncol . and toxicol. 
results . 

L4 ANSWER 7 OF 22 CAPLUS COPYRIGHT 2 002 ACS 

2000:655963 Document No. 134:21361 Oral absorption of peptides through the 
cobalamin (Vitamin B12) pathway in the rat intestine. Alsenz, Jochem; 
Russell -Jones, Greg J.; Westwood, Steven; Levet-Traf it , Bernard; De Smidt, 
P. Chris (Preclinical Research Department, Pharma Division, F. Hoffmann-La 
Roche Ltd., Basel, CH-4070, Switz.). Pharmaceutical Research, 17(7), 
825-832 (English) 2000. CODEN: PHREEB . ISSN: 0724-8741. Publisher: 
Kluwer Academic/Plenum Publishers. 

AB This study was aimed at examg. the extent and mechanism of uptake of 
cobalamin (Cbl) -conjugated peptides in vitro and in vivo. To enable 
acquisition of quant, absorption data of Cbl -peptides, metabolically 
stable octapeptides (DP3) , with (Cbl-Hex-DP3 ) or without a hexyl spacer 
(Cbl-DP3), were coupled to Cbl and radiolabeled. For comparison, LHRH 
coupled to Cbl was used as metabolically susceptible peptide. Biol, 
recognition of Cbl -peptides was studied in the physiol. order: binding by 
Intrinsic Factor (IF) , recognition and transport of the IF-complexes by 
IF-Cbl receptors (IFCR) on Caco-2 monolayers and oral absorption of the 
Cbl-conjugates in the rat. All Cbl-peptides bound to IF and the 
IF-complexes were recognized by IFCR receptors on Caco-2 monolayers. 
Binding was saturable and could be inhibited by a 20-fold excess of 
IF-Cbl, but not of Non-intrinsic Factor (NIF) -Cbl . Oral administration of 
these ligands to rats resulted in absorption of 53%, 45%, 42%, and 23% of 
the applied radioactivity for Cbl, Cbl -LHRH, Cbl-Hex-DP3, and Cbl-DP3, 
resp. Simultaneous administration of a > 105-fold excess of unlabeled Cbl 
reduced uptake of all compds . to < 4%. Tissue distribution and 
elimination of the metabolically stable Cbl-conjugates were comparable to 
Cbl. The endogenous Cbl uptake pathway can be exploited for oral peptide 
delivery as indicated by the specific and high (40-45%) uptake of 
metabolically stable Cbl-coupled octapeptides. 
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L4 ANSWER 8 OF 22 CAPLUS COPYRIGHT 2 002 ACS 

2000:671870 Document No. 134:271108 Vitamin B12 uptake or nanoparticles 

versus conjugates. Russell- Jones , G. J.; Killinger, S.; Veitch, H. S.; 
McEwan, J. (Biotech Australia Pty. Ltd., Roseville, 2069, Australia). 
Proceedings of the International Symposium on Controlled Release of 
Bioactive Materials, 27th, 121-122 (English) 2000. CODEN: PCRMEY. ISSN: 
1022-0178. Publisher: Controlled Release Society, Inc.. 

AB A comparison of the characteristics of pharmaceutical delivery via the 

vitamin B12 transport system and following entrapment within nanoparticles 
is given. The oral delivery of peptides, proteins and nanoparticles using 
the vitamin B12 transport system has now been shown to be tech. possible. 
There are inherent advantages and disadvantages in either system, which 
has meant that the advancement of the technol . has been greatly hindered 
by the many tech. problems that have been encountered during the 
development of each aspect of the technol. The solns . to these problems 
are in many ways generic to targeted oral delivery and as such should be 
of benefit to those working in this field. 
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1999:708644 Document No. 131:327539 PEG-LHRH analog conjugates. El Tayar, 
Nabil; Zhao, Xuan; Bentley, Michael D. (Applied Research Systems ARS 
Holding N. V., Neth. Antilles). PCT Int. Appl . WO 9955376 Al 19991104, 21 
pp. DESIGNATED STATES: W: AU, CA, IL, JP, US; RW : AT, BE, CH, CY, DE, 
DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE . (English). CODEN: 
PIXXD2. APPLICATION: WO 1999-US9160 19990428. PRIORITY: US 1998-83340 
19980428. 

AB PEG-LHRH analog conjugates are provided in which a PEG moiety is 

covalently bound to the OH of a serine residue of an LHRH analog either 
directly or via a bifunctional linker mol . such as an amino acid. The 
conjugate is subject to hydrolysis at physiol. pH or by esterases in the 
blood, thereby releasing free LHRH analog, which acts physiol. as an LH 
agonist or antagonist. The conjugates show good soly. in aq. media. The 
conjugates are prepd. by reaction of an LHRH analog with a PEGylating 
agent such as Me (OCH2CH2) mO (CH2) nC02Z (n = 1-3; Z = N-succinimidyl or 
other activating group) , or by total solid-phase synthesis using a 
PEGylated serine in place of serine. Thus, a Me-PEG-antide conjugate with 
the PEG chain bound to Ser4 dissolved in water to the extent of >3 0 mg/mL 
and was hydrolyzed at 37. degree, and pH 7.2 with a half-life of 5.56 h. 
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1999:64702 Document No. 130:138280 Immunogenic LHRH compositions and methods 
relating thereto. McNamara, Michael Kerin (CSL Limited, Australia) . PCT 
Int. Appl. WO 9902180 Al 19990121, 41 pp. DESIGNATED STATES: W: AL, AM, 
AT, AU, AZ, BA, BB, BG, BR, BY, CA, CH, CN, CU, CZ, DE, DK, EE, ES , FI , 
GB, GE, GH, GM, HR, HU, ID, IL, IS, JP, KE, KG, KP, KR, KZ , LC, LK, LR, 
LS, LT, LU, LV, MD, MG, MK, MN, MW, MX, NO, NZ , PL, PT, RO, RU, SD, SE, 
SG, SI, SK, SL, TJ, TM, TR, TT, UA, UG, US, UZ, VN, YU, ZW, AM, AZ , BY, 
KG, KZ, MD, RU, TJ, TM; RW : AT, BE, BF, BJ, CF, CG, CH, CI, CM, CY, DE, 
DK, ES, FI, FR, GA, GB, GR, IE, IT, LU, MC, ML, MR, NE, NL, PT, SE, SN, 
TD, TG. (English). CODEN: PIXXD2 . APPLICATION: WO 1998-AU532 19980709. 
PRIORITY: AU 1997-7768 19970709. 

AB The present invention relates generally to an immunogenic LHRH compn. and 
more particularly to an immunogenic LHRH compn. comprising an LHRH 
C-terminal fragment of at least five amino acids. The present invention 
is useful, inter alia, as a prophylactic and/or therapeutic agent for the 
modification of fertility and behavior patterns of animals, the 
achievement of livestock prodn. gains such as increasing growth, 
decreasing feed conversion ratios or the control of unwanted organoleptic 
characteristics or the treatment of disorders of the reproductive organs. 
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1999:187050 Document No. 130:333094 Luteinizing hormone releasing 

hormone-RNase A conjugates specifically inhibit the proliferation of 
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LHRH-receptor-positive human prostate and breast tumor cells. Gho, Yong 
Song; Chae, Chi-Bom (Department of Life Science, Pohang University of 
Science and Technology, Pohang, 790-784, S. Korea). Mol . Cells, 9(1), 
31-36 (English) 1999. CODEN: MOCEEK. ISSN: 1016-8478. Publisher: 
Springer-Verlag Singapore Pte . Ltd.. 
AB Human prostate and breast tumor cells produce LH-releasing hormone (LHRH) 
receptors on their cell surface even when they have lost dependency on sex 
steroid hormones for growth. To investigate whether LHRH can be used as a 
cell-binding moiety to deliver toxin mols. into prostate and breast tumor 
cells, LHRH-bovine RNase A conjugates were constructed using the chem. 
crosslinking method. The treatment of the LHRH receptor-pos . cells such 
as prostate LNCapFGC and breast MCF7 tumor cells with LHRH-RNase A 
conjugates resulted in a dose -dependent inhibition of growth. The 
cytotoxic activities of these conjugates were effectively reduced by the 
presence of exogenous LHRH. Either free RNase A or LHRH alone did not 
affect the proliferation of these cells. The LHRH-RNase A conjugates did 
not show cytotoxicity against FRTL5 and TM4 cells which do not express the 
LHRH receptors. These results suggest that LHRH can be used as a 
cell-binding mol. for the specific delivery of toxin mols. into the cells 
which express LHRH receptors on their surface. Thus, a new class of 
biomedicines that act as fusion proteins between LHRH and toxins will give 
us a new avenue for the treatment of human prostate and breast cancers, 
regardless of their steroid hormone dependency. 
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1998:597928 Document No. 130:14229 Hybrid antitumor compounds containing 
LH-RH analog and 5 -f luorouracil . Semko, Tatyana V.; Burov, Sergey V. ; 
Vlasov, Guennady P. (Institute of Macromolecular Compounds of Russian 
Academy of Sciences, St . -Petersburg, 199004, Russia). Pept . 1996, Proc . 
Eur. Pept. Symp., 24th, Meeting Date 1996, 799-800. Editor(s): Ramage, 
Robert; Epton, Roger. Mayflower Scientific: Kingswinf ord, UK. (English) 
1998. CODEN: 66RCA5 . 
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AB One way to enhance the efficiency of hormone -dependent tumors treatment is 
the prepn. of hybrid compds . incorporating a cytotoxic agent and a peptide 
hormone capable of interacting with the cancer tissue, since it has 
corresponding receptors. This approach permits decreasing of the 
chemotherapeutic agent doses and, as a result, it's toxicity. On the 
other hand, it could escape the complications related to the possibility 
of tumor repopulation caused by the presence of hormone -independent cells. 
This work is devoted to the investigation of the LH-RH analogs' 
application as biospecific carrier for the cytotoxic drugs. The authors 
have synthesized a no. of LH-RH analogs R-Pro-D-Phe-Pro-Ser-Tyr-D-Lys (Rl) - 
Leu-Arg-Pro-Gly-NH2 [I; R = H = H; R = Ac and Rl = H; R = palmitoyl, Rl = 
H; R = Ac, Rl = Q; R = Rl = Q; R = palmitoyl, Rl = Q] modified by a widely 
used anticancer agent 5 -f luorouracil (5-FU) and/or the palmitoyl group 
(Pam) . The latter modification is thought to be responsible for the 
modulation of peptide interaction with cell membrane. The structure of 
these substances is based on the sequence of LH-RH analog I (R = Rl - H) 
that possess high antitumor activity in the prostate cancer model (84% of 
the tum-our growth inhibition in a dose of 100 Vg/kg) . The synthesis was 
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provided by the solid phase method on the MBHA resin with using of the 
Boc/Bzl strategy. 5-FU was introduced into the peptide structure in the 
form of ONp-ester of its 1-carboxymethyl deriv. (CMFU) . Pam-Pro was 
attached by the std. solid phase procedure. All modified peptides 
exhibited significant inhibition of tumor growth in expts. in vivo on Aci 
rats bearing prostate tumors. The better antineoplastic properties in 
this cancer model was demonstrated by the peptide I (R ^ Pam, Rl = Q) 
(54-67% of the tumor growth inhibition in a wide dose range: 0.1-100 
pg/kg) . The compd. is considered to be active if the EC50 (measured by 
the method of 3H- thymidine incorporation) is less then 104 M. In order to 
increase the cytotoxic agent loading the authors have synthesized the 
macromol. compd. (conjugate 1) contg. 5-FU and peptide I (R = Rl = H) on 
the basis of poly- (N-vinylpyrrolidone-co-crotonic acid) (85:15; MWv =30 
000) . Also, the authors have synthesized control polymers incorporating 
5-FU or the LH-RH analog I (R = Rl = H) , alone as well as the polymer with 
5-FU and fibrinogen fragment (control substance 1, 2, and 3, resp.). The 
influence of these conjugates and LH-RH analogs I (R = Rl = H) , I (R = 
Pam, Rl = H) and I (R = Pam, Rl = Q) on proliferation of the human 
carcinoma cell line which contains the LH-RH receptors, were tested in 
vitro. Nonmodified LH-RH analog I (R = Rl = H) was not active in vitro, 
whereas the peptides with the Pam residues I (R = Pam, Rl = H) and I (R = 
Pam, Rl = Q) had a direct influence on proliferation of this cell line. 
The only conjugate contg. both LH-RH analog and 5-FU (7) exhibited 
cytotoxic activity among the synthesized polymers. All control substances 
1, 2, and 3 were not efficient. This fact suggests the receptor-mediated 
internalization of the macromol. hybrid compd. into tumor cells and the 
realization of the 5-FU cytotoxic capacity. The authors suppose the use 
of LH-RH analogs as biospecific carrier for targeting of chemotherapeutic 
agents to be a promising approach to the therapy of prostate, breast, 
ovary, pituitary, and other hormone -dependent tumors. 
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1997:119199 Document No. 126:131780 Preparation of radiometal -binding 

analogs of luteinizing hormone releasing hormone. Mcbride, William J.; 
Karacay, Habibe; Griffiths, Gary L. ( Immunomedics , Inc., USA). PCT Int. 
Appl. WO 9640756 Al 19961219, 58 pp. DESIGNATED STATES: W: AL, AM, AT, 
AU, AZ, BE, BG, BR, BY, CA, CH, CN, CZ, DE, DK, EE, ES , FI, GB, GE, HU, 
IL, IS, JP, KE, KG, KP, KR, KZ , LK, LR, LS , LT, LU, LV, MD, MG, MK, MN, 
MW, MX, NO, NZ, PL, PT, RO, RU, SD, SE, SG; RW : AT, BE, BF, BJ, CF, CG, 
CH, CI, CM, DE, DK, ES , FI, FR, GA, GB, GR, IE, IT, LU, MC, NL, PT, SE. 
(English). CODEN: PIXXD2 . APPLICATION: WO 1996-US8695 19960607. 
PRIORITY: US 1995-474555 19950607. 

AB Peptide derivs . of LH-RH that are capable of binding radionuclides are 
provided. The peptide derivs. are readily labeled with isotopes of 
rhenium or technetium, while retaining their ability to tightly bind LH-RH 
receptors. Methods for prepg. the labeled peptides and their use in 
methods of radiodiagnosis and radiotherapy are described. Thus, 
pGlu-His-Trp-Ser-Tyr-Lys (HSCH2C0-Gly-Cys) -Leu-Arg-Pro-Gly-NH2 was prepd. 
by std. soldi -phase methods using 9-f luorenylmethoxycarbonyl (Fmoc) chem. 
and radiolabeled with Na99mTc04 or Nal88Re04. Pirepd. radiolabeled LH-RH 
analogs were tested for receptor binding in vitro and also evaluated for 
biodistribution in mice. 
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1996:548152 Document No. 125:256893 Utilization of the natural mechanism for 
vitamin B12 uptake for the oral delivery of therapeutics. Russell- Jones , 
Gregory (Biotech Australia P/L, Roseville, 2069, Australia). Eur. J. 
Pharm. Biopharm. , 42(4), 241-249 (English) 1996. CODEN: EJPBEL. ISSN: 
0939-6411. 

AB A review with 45 refs. on the oral delivery of peptide hormones, protein 
pharmaceuticals, and even nanoparticles by their chem. linking to vitamin 
B12 and utilizing its natural receptor-mediated uptake mechanism. 
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96259573 EMBASE Document No.: 1996259573. Oral absorption studies of 

lipid-polylysine conjugates of thyrotropin releasing hormone (TRH) and 
luteinizing hormone releasing hormone (LHRH) . Flinn N.; Hussain I.; Shaw 
A.; Artursson P.; Gibbons W.A. ; Toth I.. School of Pharmacy, University of 
London, 29-39 Brunswick Square , London WCIN lAX, United Kingdom. 
International Journal of Pharmaceutics 138/2 (167-174) 1996. 
ISSN: 0378-5173. CODEN : I JPHDE . Pub. Country: Netherlands. Language: 
English. Summary Language: English. 

AB The lipoamino acids and their oligomers provide an excellent means of 

enhancing peptide lipophilicity and also helping to increase the stability 
of the peptide and protect it from enzymatic degradation. Thyrotropin 
releasing hormone (TRH) and luteinizing hormone releasing hormone (LHRH) 
were extended on the N-terminal with one and two lipoamino acids and 
labelled with the 3H-acetyl group, TRH and LHRH 

conjugates were also prepared where the compounds were extended 
with two lipoamino acids, a polylysine unit and the N-terminal labelled 
with the 3H-acetyl group. The higher lipophilicity resulted in a higher 
Caco-2 cell association and also a higher rate of oral uptake, The 
addition of the polylysine system increased the water solubility, as well 
as the oral uptake of the conjugates. The conjugates developed have been 
absorbed and detected after oral administration and appear to be stable 
for a considerable time in vivo. 

L4 ANSWER 16 OF 22 SCISEARCH COPYRIGHT 2002 ISI (R) DUPLICATE 3 
96:918205 The Genuine Article (R) Number: VW731. Oral absorption studies of 
lipid-polylysine conjugates of thyrotropin releasing hormone (TRH) and 
luteinizing hormone releasing hormone (LHRH) (vol 138, pg 167, 1996) . 
Flinn N; Hussain I; Shaw A; Artursson P; Gibbons W A; Toth I (Reprint) . 
UNIV LONDON, SCH PHARM, 2 9-39 BRUNSWICK SQ, LONDON WCIN lAX, ENGLAND 
(Reprint); UNIV LONDON, SCH PHARM, LONDON WCIN lAX, ENGLAND; UNIV UPPSALA, 
BIOMEDICUM, S-75123 UPPSALA, SWEDEN. INTERNATIONAL' JOURNAL OF 
PHARMACEUTICS (25 OCT 1996) Vol. 143, No. 1, pp. 125-&. Publisher: 
ELSEVIER SCIENCE BV. PO BOX 211, 1000 AE AMSTERDAM, NETHERLANDS. ISSN: 
0378-5173. Pub. country: ENGLAND; SWEDEN. Language: English. 
* ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 
AB The lipoamino acids and their oligomers provide an excellent means of 

enhancing peptide lipophilicity and also helping to increase the stability 
of the peptide and protect it from enzymatic degradation. Thyrotropin 
releasing hormone (TRH) and luteinizing hormone releasing hormone (LHRH) 
were extended on the N-terminal with one and two lipoamino acids and 
labelled with the H-3 -acetyl group. TRH and LHRH 
conjugates were also prepared where the compounds were extended 
with two lipoamino acids, a polylysine unit and the N-terminal labelled 
with the H-3 -acetyl group. The higher lipophilicity resulted in a higher 
Caco-2 cell association and also a higher rate of oral uptake. The 
addition of the polylysine system increased the water solubility, as well 
as the oral uptake of the conjugates. The conjugates developed have been 
absorbed and detected after oral administration and appear to be stable 
for a considerable time in vivo. 

L4 ANSWER 17 OF 22 BIOSIS COPYRIGHT 2002 BIOLOGICAL ABSTRACTS INC, 
1997:6777 Document No.: PREV199799305980 . Oral absorption of lipidic 
conjugates of thyrotropin releasing hormone (TRH) and luteinizing 
hormone-releasing hormone (LHRH. Flinn, Nicholas; Toth, Istvan. Sch. 
Pharmacy, Univ. London, WCIN lAX UK. Pharmaceutical Research (New York) , 
(1996) Vol. 13, No. 9 SUPPL . , pp. S84 . Meeting Info.: Annual Meeting of 
the American Association of Pharmaceutical Scientists Seattle, Washington, 
USA October 27-31, 1996 ISSN: 0724-8741. Language: English. 
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1991:608612 Document No. 115:2 08612 LHRH-keyhole limpet hemocyanin 

conjugates as LHRH antagonists. Prinzhaus, Gerhard (Fed. Rep. Ger.). 
Ger. Offen. DE 4003944 Al 19910822, 2 pp. (German). CODEN: GWXXBX. 
APPLICATION: DE 1990-4003944 19900214. 
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AB Title conjugates are useful as immuno stimulants and antihormone agents in 
receptor-pos . breast and prostate cancer patients. 
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1991:506492 Document No. 115:106492 Influence of the genetic background and 
carrier protein on the antibody response to GnRH. Sad, Subash; Talwar, G. 
P.; Raghupathy, Raj (Natl. Inst. Immunol., New Delhi, 110067, India). J. 
Reprod. Immunol., 19(2), 197-207 (English) 1991. CODEN: JRIMDR. ISSN: 
0165-0378. 

AB A vaccine against the gonadotropin-releasing hormone (GnRH) is being 
developed as an Immunol, method for the treatment of prostatic 
enlargement. The influence of the genetic back-ground on immune responses 
to GnRH conjugated to diphtheria toxoid (DT) was investigated. Mice of 
different strains were injected with the conjugate and the antibody levels 
against GnRH and DT quantitated in order to examine the effect of genetic 
background on immune responses to the hapten and the carrier. All 
immunized animals produced antibodies to DT. Anti-GnRH antibodies were 
generated by all strains of mice except 129. The low anti-GnRH response 
in the 129 strain mice did not appear to be MHC-linked, as C57BL/6 mice, 
which bear the same MHC haplotype as 12 9 mice, were able to generate a 
strong anti-GnRH response. The non-responsiveness to the hapten (GnRH) in 
129 strain mice was overcome by the use of an "alternate carrier" 
approach. 
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1988:623417 Document No. 109:223417 Composition and method for immunological 
castration and spaying. Tilbrook, Alan John; Fairclough, Robert John 
(Victoria, Australia, State of, Australia). PCT Int. Appl . WO 8800056 Al 
19880114, 43 pp. DESIGNATED STATES: W: AU, DK, FI, JP, NO, US; RW: AT, 
BE, CH, DE, FR, GB, IT, LU, NL, SE . (English). CODEN: PIXXD2 . 
APPLICATION: WO 1987-AU199 19870703. PRIORITY: AU 1986-6721 19860703; AU 
1986-9205 19861127. 

AB A compn. for the prodn. in animals of antibodies specific for LH-RH 

comprises .gtoreq.2 different carriers coupled to LH-RH or its analogs in 
amts. sufficient to elicit an immune response against LH-RH. The compns . 
are used to suppress male social and sexual behavior and female estrus 
cyclicity and ovulation in domestic animals. Merino ram lambs were 
immunized with a mixt . of LH-RH-tetanus toxoid, LH-RH- staphylococcal 
protein A, and LH-RH-keyhole limpet hemocyanin conjugates 
(carbodiimide-coupled) in Freund's complete adjuvant with booster 
injections of the conjugates in Freund's incomplete adjuvant. All the 
lambs tested gave a substantial immune response with a mean titer of 
1:5146 and a titer range of 1:600 to 1:20,000, whereas none of the lambs 
immunized with carrier protein alone showed any immune response and lambs 
immunized with single LH-RH conjugates gave variable results in both 
antibody titer and the no. of animals responding. 
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88275706 Document Number: 88275706. PubMed ID: 3134587. Active 

immunization to luteinizing hormone releasing hormone to inhibit the 
induction of mammary tumors in the rat. Ravdin P M; Jordan V C. 
(Department of Human Oncology, University of Wisconsin Cancer Center, 
Madison 53792. ) LIFE SCIENCES, (1988) 43 (2) 117-23. Journal code: L62; 
0375521. ISSN: 0024-3205. Pub. country: ENGLAND: United Kingdom. Language: 
English. 

AB Immunization of female rats with a bovine serum albumin-luteinizing 
hormone releasing hormone conjugate results in suppression of 
dimethylbenzanthracene mammary tumor incidence. Tumor incidence was 1.3, 
and 1.29 tumors per rat in bovine serum albumin alone (n = 10) and 
unimmunized (n = 18) control groups, but no tumors were found in the 
bovine serum albumin-luteinizing hormone releasing hormone conjugate 
immunized animals (n = 10) . In a second experiment immunization with 
bovine serum albumin-luteinizing hormone releasing hormone conjugates 

reduced tumor incidence to 0.3 tumors per rat (n = 10) from the 1.2 tumors j 

j 



per animal seen in the control animals (n = 10) immunized with bovine 
serum albumin alone. Bovine serum albumin-luteinizing hormone immunization 
caused the production of anti-LHRH antibodies, an interruption of estrous 
cycles, lowered serum estradiol and progesterone levels, and atrophy of 
the ovaries and uteri. Immunization BSA-hormone conjugates is a novel 
anti -tumor strategy. 
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82066430 EMBASE Document No.: 1982066430. Important role of the carrier in 

the induction of antibody response without Freund's complete adjuvant 

against a 'self peptide luteinizing hormone -releasing hormone (LHRH) . 

Shastri N. Manhar S.K./ Talwar G.P.. Dept. Biochem. , All India Inst. Med. 

Sci., New Delhi, India. American Journal of Reproductive Immunology 1/5 

(262-265) 1981. 

CODEN: AAJID6. Pub. Country: United States. Language: English. 
AB Antibody response to the decapeptide luteinizing hormone- releasing hormone 
(LHRH) was induced in mice without use of Freund's complete adjuvant. The 
conventionally employed conjugates of LHRH with bovine serum albumin were 
poor immunogens and required potent adjuvants. In contrast, LHRH linked 
covalently to tetanus toxoid or keyhole limpet hemocyanin-generated 
antibodies with alum as adjuvant. Methods are described for preparation of 
LHRH conjugates with these carrier proteins with defined 
molar composition. 
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2000:493406 Document No. 133:115532 Improved saponin adjuvant compositions 

and methods relating thereto. Walker, John (CSL Limited, Australia) . PCT 
Int. Appl. WO 2000041720 Al 20000720, 53 pp. DESIGNATED STATES: W: AE, 
AL, AM, AT, AU, AZ , BA, BB, BG, BR, BY, CA, CH, CN, CR, CU, CZ , DE, DK, 
DM, EE, ES, FI, GB, GD, GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, 
KP, KR, KZ, LC, LK, LR, LS , LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, NO, 
NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, TZ, UA, UG, 
US, UZ, VN, YU, ZA, ZW, AM, AZ, BY, KG, KZ , MD, RU, TJ, TM; RW : AT, BE, 
BF, BJ, CF, CG, CH, CI, CM, CY, DE, DK, ES, FI, FR, GA, GB, GR, IE, IT, 
LU, MC, ML, MR, NE, NL, PT, SE, SN, TD, TG . (English). CODEN: PIXXD2 . 
APPLICATION: WO 1999-AU1167 19991224. PRIORITY: AU 1999-8073 19990108. 

AB An adjuvant compn. which comprises an anionic macromol . component 
particularly an ionic polysaccharide such as DEAE-dextran, and a 
saponin component, particularly an immune stimulating complex component. 
Immunogenic compns . comprising an immunogen and this adjuvant compn. are 
also disclosed together with methods of use thereof. Formulations with 
LHRH peptides may be used for regulation of fertility of domestic animals. 
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2000:493406 Document No. 133:115532 Improved saponin adjuvant compositions 

and methods relating thereto. Walker, John (CSL Limited, Australia) . PCT 
Int. Appl. WO 2000041720 Al 20000720, 53 pp. DESIGNATED STATES: W: AE, 
AL, AM, AT, AU, AZ , BA, BB, BG, BR, BY, CA, CH, CN, CR, CU, CZ , DE, DK, 
DM, EE, ES, FI, GB, GD, GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, 
KP, KR, KZ, LC, LK, LR, LS , LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, NO, 
NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, TZ, UA, UG, 
US, UZ, VN, YU, ZA, ZW, AM, AZ , BY, KG, KZ , MD, RU, TJ, TM; RW : AT, BE, 
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BF, BJ, CF, CG, CH, CI, CM, CY, DE, DK, ES, FI, FR, GA, GB, GR, IE, IT, 
LU, MC, ML, MR, NE, NL, PT, SE, SN, TD, TG . (English). CODEN : PIXXD2 . 
APPLICATION: WO 1999-AU1167 19991224. PRIORITY: AU 1999-8073 19990108. 
AB An adjuvant compn. which comprises an anionic macromol. component 
particularly an ionic polysaccharide such as DEAE- 
dextran, and a saponin component, particularly an 

immunostimulating complex component. Immunogenic compns . comprising an 
immunogen and this adjuvant compn. are also disclosed together with 
methods of use thereof. Formulations with LHRH peptides may be used for 
regulation of fertility of domestic animals. 
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1999:64702 Document No. 130:138280 Immunogenic LHRH compositions 
and methods relating thereto. McNamara, Michael Kerin (CSL 
Limited, Australia). PCT Int. Appl. WO 9902180 Al 19990121, 41 pp. 
DESIGNATED STATES: W: AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, CA, CH, CN, 
CU, CZ, DE, DK, EE, ES , FI, GB, GE, GH, GM, HR, HU, ID, IL, IS, JP, KE, 
KG, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV, MD, MG, MK, MN, MW, MX, NO, 
NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, UA, UG, US, 
UZ, VN, YU, ZW, AM, AZ , BY, KG, KZ, MD, RU, TJ, TM; RW : AT, BE, BF, B J , 
CF, CG, CH, CI, CM, CY, DE, DK, ES, FI, FR, GA, GB, GR, IE, IT, LU, MC, 
ML, MR, NE, NL, PT, SE, SN, TD, TG. (English). CODEN: PIXXD2 . 
APPLICATION: WO 1998-AU532 19980709. PRIORITY: AU 1997-7768 19970709. 

AB The present invention relates generally to an immunogenic LHRH 
compn. and more particularly to an immunogenic LHRH compn. 
comprising an LHRH C-terminal fragment of at least five amino 
acids. The present invention is useful, inter alia, as a prophylactic 
and/or therapeutic agent for the modification of fertility and behavior 
patterns of animals, the achievement of livestock prodn. gains such as 
increasing growth, decreasing feed conversion ratios or the control of 
unwanted organoleptic characteristics or the treatment of disorders of the 
reproductive organs. 
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=> s GnRH conjugate 

LI 4 8 GNRH CONJUGATE 

=> s 11 and diptheria toxoid 

L2 0 LI AND DIPTHERIA TOXOID 

=> dup remove 11 
PROCESSING COMPLETED FOR LI 

L3 2 0 DUP REMOVE LI (2 8 DUPLICATES REMOVED) 

=> s 13 and DEAE 

L4 3 L3 AND DEAE 

=> dup remove 14 
PROCESSING COMPLETED FOR L4 

L5 3 DUP REMOVE L4 (0 DUPLICATES REMOVED) 

d 15 1-3 cbib abs 
L5 ANSWER 1 OF 3 MEDLINE 

97060654 Document Number: 97060654. PubMed ID: 8904700. Effect of 
castration method and the provision of local anesthesia on plasma 
Cortisol, scrotal circumference, growth, and feed intake of bull calves. 
Fisher A D; Crowe M A; Alonso de la Varga M E; Enright W J. (Teagasc, 
Grange Research Centre, Dunsany, Co. Meath, Ireland. ) JOURNAL OF ANIMAL 
SCIENCE, (1996 Oct) 74 (10) 2336-43. Journal code: HC7 ; 8003002. ISSN: 
0021-8812. Pub. country: United States. Language: English. 

AB To determine the effects of castration of calves, with or without local 
anesthesia, on plasma Cortisol, scrotal circumference, ADG, and ADFI, 56 
Friesian bulls (5.5 mo of age; mean +/- SE BW ^ 173 +/- 2 kg) were 
randomly assigned to each of seven treatments: 1) control (CON); 2) s.c. 
injection of . 1 mg of a human serum albumin-GnRH 
conjugate with DEAE-dextran adjuvant (HSA-GnRH) ; 3) 
burdizzo castration without local anesthetic (BURD) ; 4) burdizzo 
castration following local anesthetic administration (BURD + LA) ; 5) 
surgical castration without local anesthetic (SURG) ; 6) surgical 
castration following local anesthetic administration (SURG + LA) ; and 7) 
local anesthetic administration alone (LAA) . Blood samples for Cortisol 
analyses were taken via jugular catheter from -2 to 10 h and at 24, 48, 
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and 72 h relative to treatment. Average daily feed intakes were recorded 
for 5-d periods and calves weighed at 7-d intervals before and after 
treatment. Local anesthetic alone had no effect (P > .10) on any variable. 
The HSA-GnRH calves had elevated (P < .05) plasma Cortisol from 2 to 6 h 
compared with CON calves. Peak plasma Cortisol was elevated (P < .01) in 
BURD, BURD + LA, SURG, and SURG + LA compared with CON calves. The SURG 
calves (4 6.0 ng/mL) had higher (P < .03) peak Cortisol than BURD (31.4 
ng/mL) and SURG + LA (35.4 ng/mL) calves. There was no difference in peak 
Cortisol between BURD and BURD + LA (26.5 ng/mL) calves. The ADG from d 0 
to 7 was reduced (P < .05) in calves in BURD + LA, SURG, and SURG + LA 
treatments (-.01, -.83 and -.24 kg, respectively) compared with CON calves 
(.54 kg) . The ADFI were reduced (P < .05) in BURD and BURD + LA calves 
during d 1 to 5 and in BURD + LA, SURG, and SURG + LA calves during d 6 to 
10 compared with CON calves. The scrotal circumferences of BURD and BURD + 
LA calves were greater (P < .05) than those of CON calves for 7- and 3 5-d 
periods post-castration, respectively. Castration induced increases in 
Cortisol and decreases in ADG and ADFI. Surgical castration induced a 
greater plasma Cortisol response than burdizzo castration, and the 
administration of local anesthetic reduced the Cortisol response of 
surgical castrates but was less effective for burdizzo castrates. 

L5 ANSWER 2 OF 3 MEDLINE 

96204047 Document Number: 96204047. PubMed ID: 8617674. Immunization of 
prepubertal beef heifers against gonadotropin-releasing hormone: immune, 
estrus, ovarian, and growth responses. Prendiville D J; Enright W J; Crowe 
M A; Vaughan L; Roche J F. (Teagasc, Grange Research Centre, Dunsany, Co. 
Meath, University College Dublin, Ballsbridge, Ireland. ) JOURNAL OF 
ANIMAL SCIENCE, (1995 Oct) 73 (10) 3030-7. Journal code: HC7 ; 8003002. 
ISSN: 0021-8812. Pub. country: United States. Language: English. 

AB To develop an effective immunization protocol against human serum 
albumin-Cys-Gly-GnRH (HSA-GnRH) conjugate to delay the 

onset of puberty in heifers, 58 heifers (8 mo of age; mean +/- SE BW = 203 
+/- 1 kg) were randomly assigned to each of six treatments: 1) controls, 
.1 mg of HSA, with diethylaminoethyl (DEAE) -dextran as adjuvant, 
on d 0 and 28; 2) . 1 mg of HSA-GnRH, with DEAE-dextran, on d 0; 
3) as 2) and booster on d 28; 4) as 3) but boosters also on d 84, 140, 
196, and 252; 5) as 2) but half the conjugate given with DEAE 
-dextran adjuvant and half with non-ulcerative Freund's adjuvant (NUFA) , 
injected in two separate sites; and 6) as 2) but the conjugate given with 
DEAE-dextran and NUFA, emulsified and injected in two sites. The 
duration of the experiment was 342 d. Mean plasma GnRH antibody titers 
(samples every 2 wk) for heifers in Treatments 2 to 6 were 9.4 +/- 1.16, 
20.6 +/- 2.21, 43.9 +/- 2.86, 27.9 +/- 2.67, and 44.5 +/- 3.75% binding at 
a plasma dilution of 1:640. The mean number of times estrus was observed 
in heifers was less (P < .05; pooled SEM = .53) in Treatments 4 (.2) and 6 
(2.4) than in Treatments 1, 2, 3, and 5 (7.8, 7.0, 7.0, and 6.6, 
respectively) . The mean interval to the onset of puberty (the first 
increase in plasma progesterone > or = .5 ng/mL for > or = 10 d with 
samples at 3- to 4-d intervals) was greater (P < .05; pooled SEM = 11.6) 
for heifers in treatments 4 (339 d) and 6 (276 d) than for heifers in 
Treatments 1, 2, 3, and 5 (164, 159, 165, and 170 d, respectively). Mean 
ADG of heifers was reduced (P < .05) in treatments 2, 3, 4, and 6 (.71, 
.72, .68, and .69 kg, respectively) compared with controls (.77). In 
summary, the multiple booster immunization treatment induced and 
maintained sufficient anti-GnRH titer to delay puberty for 175 d; a single 
immunization against GnRH with DEAE and NUFA increased antibody 
titers enough to delay puberty for 112 d. However, GnRH immunization 
treatments reduced ADG of heifers in Treatments 2, 3, 4, and 6. 

L5 ANSWER 3 OF 3 MEDLINE 

96008063 Document Number: 96008063. PubMed ID : 8567476. Immunization of 
heifers against gonadotropin-releasing hormone: antibody titers, ovarian 
function, body growth, and carcass characteristics. Prendiville D J; 
Enright W J; Crowe M A; Finnerty M; Hynes N; Roche J F. (Teagasc, Grange 
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Research Centre, Dunsany, Co. Meath, Dublin, Ireland. ) JOURNAL OF ANIMAL 

SCIENCE, (1995 Aug) 73 (8) 2382-9. Journal code: HC7; 8003002. ISSN: 

0021-8812. Pub. country: United States. Language: English. 

To investigate the effects of active immunization of cyclic beef heifers 

with different doses of a human serum albumin-Cys-Gly-GnRH (HSA- 

GnRH) conjugate on antibody titers, ovarian function, 

body growth, and carcass characteristics, 32 heifers (BW = 477 +/- 7.1 kg; 
mean +/- SE) were assigned to one of four immunization treatments: .1 mg 
of HSA or .01, .1, or 1.0 mg of HSA-GnRH, respectively. All heifers 
received a primary (d 0) and booster (d 28) immunization using 
DEAE-dextran as adjuvant. The duration of the experiment was 158 
d. Overall antibody titers against GnRH were greater (P < .05) for heifers 
immunized against GnRH (13 +/- 3.3, 22 +/- 3.8, and 19 +/- 2.8% binding at 
a plasma dilution of 1: 640 for Treatments 2 to. 4, respectively) than for 
controls (1 +/- .1%). The numbers of heifers that became anestrous (plasma 
progesterone < .5 ng/mL for > 21 d) were 1/8, 8/8, 7/8, and 8/8, 
respectively. The interval from primary immunization to anestrus (40.7 +/- 
6 d) and the duration of anestrus (78 +/- 7 d) were not affected by dose 
of HSA-GnRH conjugate. The number of ovulations 

detected was reduced (P < .05) in GnRH -immunized (4.6 +/- .64, 4.0 +/- 
.70, and 3.6 +/- .60 for Treatments 2 to 4 , respectively) compared with 
control heifers (9.4 +/- .20). During induced anestrus, follicular growth 
was generally arrested (< 5 mm in diameter) and plasma estradiol 
decreased. (ABSTRACT TRUNCATED AT 25 0 WORDS) 
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=> d 13 1-20 cbib abs 

L3 ANSWER 1 OF 2 0 MEDLINE DUPLICATE 1 

2001567657 Document Number: 21530443. PubMed ID: 11672903. The role of 
the individual amino acids of a GnRH- tandem-dimer peptide used as an 
antigen for immunocastration of male piglets determined with systematic 
alanine replacements. Turks tra J A; Oonk H B; Schaaper W M; Meloen R H. 
(ID-Lelystad, Institute for Animal Science and Health, Edelhertweg 15, 
8219 PH Lelystad, The Netherlands., j.a.turkstra@id.wag-ur.nl) . VACCINE, 
(2001 Nov 12) 20 (3-4) 406-12. Journal code: 8406899. ISSN: 0264-410X. 
Pub. country: England: United Kingdom. Language: English. 
AB Immunocastration targeting gonadotropin releasing hormone (GnRH) can be 
obtained in male piglets using native GnRH conjugates. 

However, due to insufficient efficacy of these conjugates, improved GnRH 
antigens, like peptides existing of repeats of the GnRH amino acid 
sequence," have been designed. We previously reported about a dimerised 
GnRH-tandem peptide with a D-Lys at position 6 of the native GnRH sequence 
{G6k-TD) being highly effective. To evaluate the contribution of each 
individual amino acid of the GnRH decapeptide to the efficacy of the 
G6k-TD peptide, each amino acid was replaced consecutively by alanine 
(Ala-scan) . The G6k-TD peptides were conjugated to ovalbumin, used for 
immunisation and tested for their ability to elicit GnRH antibodies and to 
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immunocastrate male piglets. The results show that four out of nine amino 
acids (pGlu-1, Ser-4, Arg-8 and Gly-10) can be replaced by alanine without 
negatively affecting immunocastration efficacy. Replacement of amino acids 
in other positions (Tyr-5, Leu-7 and Pro-9) gave partial decrease of 
efficacy, respectively, five, six and six out of seven piglets were 
immunocastrated. Replacements at two other positions (His-2 and Trp-3) 
completely negated immunocastration activity. Thus, seven out of nine 
amino acid positions in the basic unit of G6k-TD can be substituted by 
alanine without affecting immunocastration efficacy. 

L3 ANSWER 2 OF 2 0 MEDLINE DUPLICATE 2 

2001497605 Document Number: 21430384. PubMed ID: 11547560. Generation of 
free radicals by emodic acid and its [D-Lys6] GnRH- 
conjugate. Rahimipour S; Bilkis I; Peron V; Gescheidt G; Barbosa 
F; Mazur Y; Koch Y; Weiner L; Fridkin M. (Departments of Organic Chemistry 
and Neurobiology, Weizmann Institute of Science, Rehovot, Israel. ) 
PHOTOCHEMISTRY AND PHOTOBIOLOGY, (2001 Aug) 74 (2) 226-36. Journal code: 
P69/ 0376425. ISSN: 0031-8655. Pub. country: United States. Language: 
English. 

AB In an attempt to develop an efficient chemotherapeutic agent targeted at 
malignant cells that express receptors to gonadotropin releasing hormone 
(GnRH) we coupled [D-Lys6]GnRH covalently to an emodin derivative, i.e. 
emodic acid (Emo) to yield [D-Lys6 (Emo) ] GnRH. Emodin is a naturally 
occurring anthraquinone which is widely used as a laxative and has other 
versatile biological activities. Physico-chemical studies employing 
electron paramagnetic resonance and electrochemistry of the conjugate as 
well as the (Emo) moiety showed that these compounds could be easily 
reduced either chemically, photochemically or enzymatically to their 
corresponding semiquinones . In the presence of oxygen the semiquinones 
generated reactive oxygen species (ROS) , mainly superoxide and hydroxyl 
radicals, which were detected by the spin trapping method. Moreover, upon 
irradiation with visible light these compounds produced ROS and a highly 
reactive excited triplet state of Emo, which by itself may cause the 
oxidation of certain electron acceptors such as amino acids and bases of 
nucleic acids. Thus, [D-Lys6] GnRH-photosensitizer conjugates may be 
potentially used for targeted photodynamic chemotherapy aimed at treating 
cancer cells that carry GnRH receptors. These conjugates may also induce 
cytotoxicity in the dark similar to common conventional chemotherapeutic 
agents. The peptidic moiety, [D-Lys6] GnRH, was found to be stable toward 
highly reactive ROS generated either from enzymatic reduction or upon 
photoirradiation. The physico-chemical properties of Emo were only 
marginally influenced by the peptidic [D-Lys6]GnRH carrier. 

L3 ANSWER 3 OF 20 SCISEARCH COPYRIGHT 2002 ISI (R) 
2000:828735 The Genuine Article (R) Number: 368TF. Influence on 

antiproliferative activity of structural modification and conjugation of 
gonadotropin-releasing hormone (GnRH) analogues. Kalnay A; Palyi I 
(Reprint); Vincze B; Mihalik R; Mezo I; Pato J; Seprodi J; Lovas S; Murphy 
R F. NATL INST ONCOL, RATH GYORGY ST 7-9, H-1122 BUDAPEST, HUNGARY 
(Reprint); NATL INST ONCOL, H-1122 BUDAPEST, HUNGARY; SEMMELWEIS UNIV MED, 
SCH MED, INST PATHOL & EXPT CANC RES 1, BUDAPEST, HUNGARY; HUNGARIAN ACAD 
SCI, JOINT RES ORG, BUDAPEST, HUNGARY; SEMMELWEIS UNIV MED, SCH MED, DEPT 
MED CHEM MOL BIOL & PATHOBIOCHEM, BUDAPEST, HUNGARY; HUNGARIAN ACAD SCI, 
CENT RES INST CHEM, BUDAPEST, HUNGARY; CREIGHTON UNIV, SCH MED, DEPT 
BIOMED SCI, OMAHA, NE 68178. CELL PROLIFERATION (OCT 2000) Vol. 33, No. 5, 
pp. 275-285. Publisher: BLACKWELL SCIENCE LTD. P 0 BOX 88, OSNEY MEAD, 
OXFORD 0X2 ONE, OXON, ENGLAND. ISSN: 0960-7722. Pub. country: HUNGARY; USA 
. Language: English. 

*ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 
AB The effect of various GnRH analogues, and their conjugates on 

proliferation, clonogenicity and cell cycle phase distribution of MCF-7 
and Ishikawa human cancer cell lines was studied. GnRH- III, a sea lamprey 
GnRH analogue reduced cell proliferation by 35% and clonogenicity by 55%, 
Structural modifications either decreased, or did not alter biological 
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activity. Conjugation of GnRH analogues including iyiI-1544, MI-1892, and 
GnRH-III with poly (N-vinylpyrrolidone-co-maleic acid) (P) through a 
tetrapeptide spacer GFLG(X) substantially increased the inhibitory effect 
of the GnRH analogues. The conjugate P-X-GnRH-III induced significant 
accumulation of cells in the G2/M phase; from 8% to 15.6% at 24 h and 9.8% 
to 15% at 48 h. It was concluded that conjugation of various GnRH 
analogues substantially enhanced their antiproliferative activity, 
strongly reduced cell clonogenicity and retarded cell progression through 
the cell division cycle at the G2/M phase. 

L3 ANSWER 4 OF 2 0 MEDLINE DUPLICATE 3 

2000498774 Document Number: 20322726. PubMed ID: 10866357. Peptides and 
antitumor activity. Development and investigation of some peptides with 
antitumor activity. Teplan I. (Department of Medical Chemistry, Semmelweis 
University of Medicine, Budapest, Hungary. ) ACTA BIOLOGICA HUNGARICA, 
(2000) 51 (1) 1-29. Ref: 35. Journal code: ODF; 8404358. ISSN: 0236-5383. 
Pub. country: Hungary. Language: English. 
AB We developed a group of synthetic analogs of GnRH and Somatostatin to 

inhibit the tumor growth of different kind. The GnRH analogs decreasing 
the gonadotroph and steroid hormone levels act on the hormone dependent 
tumors and influence their growth. One of the most effective antitumor 
analog was patented under the name FOLLIGEN which inhibited the breast 
cancer caused by DMBA in rats without any side-effects. Other inhibitory 
analogs of GnRH with long-lasting effect were effective in the treatment 
of breast, ovary and prostate tumors. Another analog [alpha- 
Asp (DEA) ] 6 , Gln8-hGnRH showed a very low endocrine but high antitumor 
effect in both in vitro and in vivo experiments. Its tritium labeled 
derivative exhibited specific binding sites on human tumor cell lines. We 
synthesized the analogs of GnRH-III with effective selective antitumor 
activity which does not alter the ovarian cycle of rats but inhibits the 
colony- formation of human breast cancer cell lines and has a significant 
antiproliferative effect. We also synthesized conjugates of potent GnRH 
analogs with a branched chain polylysine backbone which induce a 33-35% 
decrease of cell numbers of MCF-7 and MDA-MB-231 human breast cancer cell 
lines and 45-50% inhibition of cell proliferation. Another conjugate 
decreased the tumor growth of MDA-MB-231 xenografts by 80% in a treatment 
of 9 weeks and even tumor free animals could be found among the ones 
treated. Using these radiolabeled peptide hormone analogs we found that 
human tumor cell lines and xenografts specifically bind the GnRH 
conjugates. We also synthesized a series of Somatostatin analogs 
which inhibit tyrosine kinases and the growth of several breast, prostate 
and colon tumor cell lines. One of our best analogs was a heptapeptide , 
TT-232, which strongly inhibited the tyrosine kinase activity and the 
cell-proliferation in different colon tumor cells. However, it did not 
inhibit the growth hormone release either in vitro or in vivo from rat 
pituitary cells. The TT-232 was found to be effective on 60 human tumor 
cell lines, it significantly inhibited the tumor growth on different 
animal tumor models, and induced apoptosis, as a result of which some 
animals became tumor free. The TT-232 inhibited the tumor growth of PC3 
prostate xenografts with 60% and caused a 100% survival of mice 60 days 
after the transplantation. It is being preclinically tested at present. We 
have shown that the new GnRH analogs acting without any hormonal effect 
and the Somatostatin analogs with strong antitumor and tyrosine kinase 
inhibitory activity but no hormonal effect may represent a breakthrough in 
the research of the antitumor peptides, having direct effect on tumor 
cells . 

L3 ANSWER 5 OF 20 BIOSIS COPYRIGHT 2002 BIOLOGICAL ABSTRACTS INC. 
2001:109519 Document No.: PREV200100109519 . Internalization of multimeric 
vector peptide-GnRH conjugates. Chico, D. E. (1) ; 

Miller, B. T.; Collins, T. J.. (1) Univ. of Texas Medical Branch, 
Galveston, TX USA. Society for Neuroscience Abstracts, (2000) Vol. 26, No. 
1-2, pp. Abstract No. -718.9. print. Meeting Info.: 30th Annual Meeting of 
the Society of Neuroscience New Orleans, LA, USA November 04-09, 2000 
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Society for Neuroscience . ISSN: 0190-5295. Language: English. Summary 
Language : English . 

AB Antennapedia-derived vector peptides (Antp-vp) efficiently carry cargo 
molecules into cells without using specific carriers or receptors. One 
hypothesis for the mechanism of vector peptide delivery states that vector 
peptides aggregate on the surface of the cell membrane prior to 
internalization (Derossi et.al., J. Biol. Chem. 269: 10444-50, 1994). 
Therefore, we wanted to assess whether multimeric forms of Antp-vectors 
linked to neuropeptide cargoes would exhibit increased internalization. 
Previously, we demonstrated that branched coupling via lysine side chains 
between Antp-vp and GnRH analogs resulted in increased potency of the GnRH 
moiety. In this study, we compared monomeric, dimeric, and trimeric 
(Antp-vp) -GnRH branched conjugates to determine if multimerization had any 
effect on the internalization and bioactivity of the GnRH cargoes. 
Dimerization of branched (Antp-vp) -GnRH peptides was accomplished by 
creating disulfide linkages between the cysteine residues on the vector 
peptides. Trimeric conjugates were synthesized by cross-linking monomers 
with tris- (2-maleimidoethyl) amine, a novel trivalent reagent. Conjugate 
formation was confirmed by a combination of HPLC, amino acid analyses, and 
mass spectrometry. Bioactivity was assessed by measuring conjugate -induced 
LH release from dispersed rat pituitary cells. Results demonstrated 
appreciable LH release by these multimeric compounds. However, the 
formation of multimeric forms of (Antp-vp) -GnRH significantly reduced the 
efficiency of internalization of the GnRH cargoes. (Study funded by a 
grant from the Texas Higher Education Coordinating Board Advanced Research 
Program. ) 
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1999:396652 Document No. 131:194592 Properties of GnRH 

conjugates in vivo. Mezo, Imre; Vincze, B.; Toth, G.; Pato, J.; 
Gaal, D.; Kremmer, T.; Kalnay, A.; Gulyas, E.; Teplan, I.; Otvos , F. ; 
Lovas, S.;- Murphy, R. F . ; Palyi, I. (Dept. Medical Chemistry, Semmelweis 
Univ. Medicine, Budapest, Hung.). Pept . Proc . Am. Pept . Symp. , 15th, 
Meeting Date 1997, 561-562. Editor(s): Tam, James P.; Kaumaya, Pravin T. 
P. Kluwer: Dordrecht, Neth. (English) 1999. - CODEN: 67UCAR. 

AB The direct antitumor activity of GnRH- III in vivo is increased by 

conjugation to poly (N-vinylpyrrolidone-co-maleic acid) (P) (mol . wt. c.a. 
10,000) through a GFLG tetrapeptide spacer (X). To examine the 
biodistribution and clearance of the conjugates and components thereof, 
the following radiolabeled derivs . were prepd. : carboxyl groups (2%) of P 
were coupled with 1251-tyrosylamide before conjugation through (X) with 
GnRH-III to form 125I-tyrosylamide-P-X-GnRH- III , and [3H]GnRH-III was 
conjugated with P-X to form P-X- [3H] GnRH-III . Compds . were injected s.c. 
into CBA/CA mice with MCF-7 human breast cancer xenografts. In general, 
the results show that, conjugation of GnRH-III with the copolymer favors 
tissue retention of intact bound peptide. Conjugation apparently affords 
protection from proteolytic degrdn. in blood circulation, whereas the free 
peptide resembles polypeptide hormones of comparable size in that it is 
readily cleared. This may contribute to the superior antitumor effects of 
conjugates in vivo. 
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1998:530287 The Genuine Article (R) Number: ZX708. Active immunization 
against a recombinant GnRH conjugate (rGnRH) in female 

white-tailed deer.. Becker S E (Reprint); Katz L S. RUTGERS STATE UNIV, 
DEPT ANIM SCI, NEW BRUNSWICK, NJ 08903. BIOLOGY OF REPRODUCTION (JUN 1998) 
Vol. 58, Supp. [1], pp. 328-328. Publisher: SOC STUDY REPRODUCTION. 1603 
MONROE ST, MADISON, WI 53711-2021. ISSN: 0006-3363. Pub. country: USA. 
Language : Eng 1 i s h . 
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1998:379915 Document No.: PREV199800379915 . Active immunization against a 
recombinant GnRH conjugate (rGnRH) in female 

white-tailed deer. Becker, S. E.; Katz, L. S.. Dep. Anim. Sci . , Rutgers 
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state Univ. New Jersey, New Brunswick, NJ UK. Biology of Reproduction, 
(1998) Vol. 58, No. SUPPL . 1, pp. 174-175. Meeting Info.: Thirty-first 
Annual Meeting of the Society for the Study of Reproduction College 
Station, Texas, USA August 8-11, 1998 Society for the Study of 
Reproduction. ISSN: 0006-3363. Language: English. 
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1997:385683 Document No. 127:5355 Preparation of GnRH/reduced Pseudomonas 

exotoxin conjugates as sterilizing and anticancer agents. Tolman, Richard 
L.; Lombardo, Victoria K. (Merck and Co., Inc., USA; Tolman, Richard L. ; 
Lombardo, Victoria K. ) . PCT Int. Appl . WO 9715317 Al 19970501, 46 pp. 
DESIGNATED STATES: W: AL, AM, AU, AZ , BA, BB, BG, BR, BY, CA, CN, CU, C2, 
EE, GE, HU, IL, IS, JP, KG, KR, KZ, LC, LK, LR, LT, LV, MD, MG, MK, MN, 
MX, NO, NZ, PL, RO, RU, SG, SI, SK, TJ, TM, TR, TT, UA, US, UZ , VN, AM, 
AZ, BY, KG, KZ, MD, RU, TJ, TM; RW : AT, BE, BF, BJ, CF, CG, CH, CI, CM, 
DE, DK, ES, FI, FR, GA, GB, GR, IE, IT, LU, MC, ML, MR, NE, NL, PT, SE, 
SN, TD, TG. (English). CODEN: PIXXD2 . APPLICATION: WO 1996-US17041 
19961023. PRIORITY: US 1995-5899 19951027. 
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AB GnRH conjugates I [rPE = reduced Pseudomonas exotoxin 

linked to LI via the thiol S; XI = Leu, Nle; Y = Pro, Hyp; Z = Gly-NH2, 
D-Ala-NH2, NHEt, NHPr, NHNHC0NH2 ; Q = pGlu-His -Trp , Ac-Phe (Cl-4) -Phe (Cl-4) - 
Trp, 3-indolylpropionyl; p = 1-2; m = 1-4; n = 0-1; B = CH2 , O, S, N; Rl = 
H, Cl-6 alkyl, C3-8 cycloalkyl; (amino acid)n = naturally occurring 
L-amino acid of its D-stereoisomer ; LI = linker M, C0CH2, COCH2CH2S; X2 = 
Cl-5 alkylene, C6H4, C5-6 cycloalkylene] are constructed from GnRH or an 
analog thereof, a reduced Pseudomonas exotoxin, or a variant thereof, and 
a unique linking group. The conjugates are administered to male and 
female animals to sterilize said animals or to reduce tumors that require 
sex steroids for growth. The instant conjugates are therefore useful as 
sterilizing agents and anticancer agents. Thus, GnRH analog 
H-pGlu-His-Tyr-Ser-D-Lys (R) -Leu-Arg-Pro-Gly-NH2 (II; R = H) (solid-phase 
prepn. given) reacted with .beta. -maleimidopropionic acid 
N-hydroxysuccinimide ester to give adduct II (R = 3 -maleimidopropyl) . 
Reduced Pseudomonas exotoxin PE38QQR was then conjugated to adduct II (R = 
3 -maleimidopropyl) . 
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97060654 Document Number: 97060654. PubMed ID: 8904700. Effect of 
castration method and the provision of local anesthesia on plasma 
Cortisol, scrotal circumference, growth, and feed intake of bull calves. 
Fisher A D; Crowe M A; Alonso de la Varga M E; Enright W J. (Teagasc, 
Grange Research Centre, Dunsany, Co. Meath, Ireland. ) JOURNAL OF ANIMAL 
SCIENCE, (1996 Oct) 74 (10) 2336-43. Journal code: HC7 ; 8003002. ISSN: 
0021-8812. Pub. country: United States. Language: English. 
AB To determine the effects of castration of calves, with or without local 
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anesthesia, on plasma Cortisol, scrotal circumference, ADG, and ADFI, 56 
Friesian bulls (5.5 mo of age; mean +/- SE BW = 173 +/- 2 kg) were 
randomly assigned to each of seven treatments: 1) control (CON); 2) s.c. 
injection of . 1 mg of a human serum albumin-GnRH 
conjugate with DEAE-dextran adjuvant (HSA-GnRH) ; 3) burdizzo 
castration without local anesthetic (BURD) ; 4) burdizzo castration 
following local anesthetic administration (BURD + LA) ; 5) surgical 
castration without local anesthetic (SURG); 6) surgical castration 
following local anesthetic administration (SURG + LA); and 7) local 
anesthetic administration alone (LAA) . Blood samples for Cortisol analyses 
were taken via jugular catheter from -2 to 10 h and at 24, 48, and 72 h 
relative to treatment. Average daily feed intakes were recorded for 5-d 
periods and calves weighed at 7-d intervals before and after treatment. 
Local anesthetic alone had no effect (P > .10) on any variable. The 
HSA-GnRH calves had elevated (P < .05) plasma Cortisol from 2 to 6 h 
compared with CON calves. Peak plasma Cortisol was elevated (P < .01) in 
BURD, BURD + LA, SURG, and SURG + LA compared with CON calves. The SURG 
calves (46.0 ng/mL) had higher (P < .03) peak Cortisol than BURD (31.4 
ng/mL) and SURG + LA (35.4 ng/mL) calves. There was no difference in peak 
Cortisol between BURD and BURD + LA (26.5 ng/mL) calves. The ADG from d 0 
to 7 was reduced (P < .05) in calves in BURD + LA, SURG, and SURG + LA 
treatments (-.01, -.83 and -.24 kg, respectively) compared with CON calves 
(.54 kg) . The ADFI were reduced (P < .05) in BURD and BURD + LA calves 
during d 1 to 5 and in BURD + LA, SURG, and SURG + LA calves during d 6 to 
10 compared with CON calves. The scrotal circumferences of BURD and BURD + 
LA calves were greater (P < .05) than those of CON calves for 7- and 3 5-d 
periods post-castration, respectively. Castration induced increases in 
Cortisol and decreases in ADG and ADFI. Surgical castration induced a 
greater plasma Cortisol response than burdizzo castration, and the 
administration of local anesthetic reduced the Cortisol response of 
surgical castrates but was less effective for burdizzo castrates. 
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97367851 Document Number: 97367851. PubMed ID: 9227921. Normal or induced 
secretory patterns of luteinising hormone and follicle- stimulating hormone 
in anoestrous gonadotrophin-releasing hormone -immunised and cyclic control 
heifers. Prendiville D J; Enright W J; Crowe M A; Finnerty M; Roche J F. 
(Teagasc, Grange Research Centre, Dunsany, Co. Meath, Ireland. ) ANIMAL 
REPRODUCTION SCIENCE, (1996 Dec 16) 45 (3) 177-90. Journal code: CY3 ; 
7807205. ISSN: 0378-4320. Pub. country: Netherlands. Language: English. 
AB The objective was to determine the effect of gonadotrophin-releasing 

hormone (GnRH) , GnRH analogue (GnRH-A) or oestradiol administration on 
luteinising hormone (LH) and follicle-stimulating hormone (FSH) release in 
GnRH- immunised anoestrous and control cyclic heifers. Thirty-two heifers 
(477 +/- 7.1 kg) were immunised against either human serum albumin (HSA; 
controls; n = 8) , or a HSA-GnRH conjugate. On day 70 

after primary immunisation, control heifers (n = 4 per treatment; day 3 of 
cycle) received either (a) 2.5 micrograms GnRH or (b) 2.5 micrograms of 
GnRH-A (Buserelin) and GnRH-immunised heifers (blocked by GnRH antibody 
titre; n = 6 per treatment) received either (c) saline, (d) 2.5 micrograms 
GnRH, (e) 25 micrograms GnRH or (f) 2.5 micrograms GnRH-A, intravenously. 
On day 105, 1 mg oestradiol was injected (intramuscularly) into control (n 
= 6) and GnRH-immunised anoestrous heifers with either low (13.4 +/- 1.9% 
binding at 1:640; n = 6) or high GnRH antibody titres (33.4 +/- 4.8% 
binding; n = 6) . Data were analysed by ANOVA. Mean plasma LH and FSH 
concentrations on day 69 were higher (P < 0.05) in control than in 
GnRH-immunised heifers (3.1 +/- 0.16 vs. 2.5 +/- 0.12 ng LH ml-1 and 22.5 
+/- 0.73 vs. 17.1 +/- 0.64 ng FSH ml-1, respectively). The number of LH 
pulses was higher (P < 0.05) in control than in GnRH-immunised heifers on 
day 69 (3.4 +/- 0.45 and 1.0 +/- 0.26 pulses per 6 h, respectively). On 
day 70, 2.5 micrograms GnRH increased (P < 0.05) LH concentrations in 
control but not in GnRH-immunised heifers, while both 2 5 micrograms GnRH 
and 2.5 micrograms GnRH-A increased (P < 0.05) LH concentrations in 
GnRH-immunised heifers, and 2.5 micrograms GnRH-A increased LH in 
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controls. FSH was increased (P < 0.05) in GnRH- immunised heifers following 
25 micrograms GnRH and 2.5 micrograms GnRH-A. Oestradiol challenge 
increased (P < 0.05) LH concentrations during the 13-24 h period after 
challenge with a greater (P < 0.05) increase in control than in 
GnRH- immunised heifers. FSH concentrations were decreased (P < 0.05) for 
at least 30 h after oestradiol challenge. In conclusion, GnRH immunisation 
decreased LH pulsatility and mean LH and FSH concentrations. GnRH 
antibodies neutralised low doses of GnRH (2.5 micrograms), but not high 
doses of GnRH (25 micrograms) and GnRH-A (2.5 micrograms). GnRH 
immunisation decreased the rise in LH concentrations following oestradiol 
challenge . 
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96:262068 The Genuine Article (R) Number: UC128. IN-VIVO STUDIES OF THE NEW 
GONADOTROPIN -RELEASING -HORMONE ANTAGONIST- COPOLYMER CONJUGATES HAVING 
ANTITUMOR-ACTIVITY. VINCZE B (Reprint); PALYI I; GAAL D; PATO J; MORA M; 
MEZO I; TEPLAN I; SEPRODI J. NATL INST ONCOL, DEPT EXPT CLIN LAB, POB 21, 
H-1525 BUDAPEST 114, HUNGARY (Reprint). CANCER DETECTION AND PREVENTION 
(1996) Vol. 20, No. 2, pp. 153-159. ISSN: 0361-090X. Pub. country: HUNGARY 
. Language : ENGLISH . 

♦ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 
AB The aim of the study was to test in vivo the gonadotropin-releasing 

hormone (GnRH) antagonists and their conjugates showing antitumor 
activities in vitro. The in vivo experiments with the human GnRH 
antagonist MI-1544 (Ac-D-Trp (1, 3 ) ,D-Cpa (2) , D-Lys (6) , D-Ala (10) ) -GnRH the 
chicken GnRH antagonist MI-1892 (Ac-D-Trp (1, 3) ,D-Cpa (2) , Lys (5) , /beta- 
Asp (DEA) / (6) . Gln(8) ,D-Ala(10) ) -GnRH, and their copolymer conjugates were 
carried out on MCF-7 and MDA-MB-231 human breast tumors xenografted in 
immunosuppressed CBA/Ca HRIJ-T6 female mice and on MXT mouse mammary tumor 
in BDFl mice. The P-X-1544 and P-X-1892 conjugates were prepared by 
coupling the GnRH antagonists to macromolecule copolymer through 
biodegradable spacers. MI-1544 and its conjugate had strong, whereas 
MI-1892 and its conjugate had slight, castration effect in rats. All of 
them showed selective antitumor activity. The conjugates, given daily, 
inhibited both types of xenogratts by 42 to 49%. Their activity was 
stronger in MXT mammary tumor (72 to 61%) . The in vivo effect of GnRH 
antagonists was largely increased by coupling them to nonbiodegradable 
macromolecule carriers of polyanionic character. P-X-1544 and P-X-1892 
GnRH antagonist -macromolecule conjugates might become important 
therapeutic agents for the treatment of breast cancer. 
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96:262067 The Genuine Article (R) Number: UC128. EFFECT OF 

GONADOTROPIN -RELEASING -HORMONE ANALOGS AND THEIR CONJUGATES ON 
GONADOTROPIN -RELEASING -HORMONE RECEPTOR- POSITIVE HUMAN CANCER CELL-LINES. 
PALYI I (Reprint); VINCZE B; KALNAY A; TURI G; MEZO I; TEPLAN I; SEPRODI 
J; PATO J; MORA M. NATL INST ONCOL, DEPT CELL BIOL, POB 21, H-1525 
BUDAPEST 114, HUNGARY (Reprint). CANCER DETECTION AND PREVENTION (1996) 
Vol. 20, No. 2, pp. 146-152. ISSN: 0361-090X. Pub. country: HUNGARY. 
Language : ENGLISH . 

* ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 
AB The purpose of the present investigation was to develop new 

gonadotropin-releasing hormone (GnRH) antagonists and to increase their 
stability and antitumor effect by conjugation with carrier macromolecules . 
Antitumor effect was evaluated using clonogenic assay, cell counting for 
antiproliferation, and sulf orhodamine B method. The presence of 
GnRH-binding sites in human cancer cell lines (MCF-7, MDA-MB-231, 
Ishikawa, LNCaP) was proved. The direct growth inhibition of tumor cell 
lines is achieved with relatively high analog concentrations 
(10 (-10) -10 (-5) M) . We have developed new GnRH analogs of human and 
chicken origin. MI-1544 (Ac-D-Trp (1, 3) , D-Cpa (2) , D-Lys (6) , D-Ala (10) ) GnRH 
and the chicken GnRH antagonist MI-1892 (Ac-D-Trp (1 , 3 ), D- 
Cpa(2) ,Lys(5) , [beta-Asp (DEA) ] (6) , Gin (8) , D-Ala ( 10) ) -GnRH have stronger- 
direct antitumor properties than the agonists. The antagonists inhibited 
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proliferation of GnRH receptor-positive human cancer cell lines by 28 to 
38%. GnRH peptide analogs were coupled with macromolecules through 
biodegradable groups, to enhance their antitumor effects. The antagonists 
reduced survival of MCF-7 and MDA-MB-231 cells by 38 to 48% and 20 to 41%, 
respectively. They showed less activity against human endometrial and 
prostate cancer cells (10-20%). The copolymer (P) as polyanionic carrier 
molecule reached only 15 to 20% survival reduction in all cell lines. 
However, the copolymer GnRH antagonist conjugates P-X-1892 and P-X-1544 
killed 95 to 98% of cells at doses corresponding to the GnRH analog 
concentration. These compounds having antitumor activity could be tried 
for the treatment of prostate, breast, and endometrium cancer. 
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96204047 Document Number: 96204047. PubMed ID: 8617674. Immunization of 
prepubertal beef heifers against gonadotropin-releasing hormone: immune, 
estrus, ovarian, and growth responses. Prendiville D J; Enright W J; Crowe 
M A; Vaughan L; Roche J F. (Teagasc, Grange Research Centre, Dunsany, Co. 
Meath, University College Dublin, Ballsbridge, Ireland. ) JOURNAL OF 
ANIMAL SCIENCE, (1995 Oct) 73 (10) 3030-7. Journal code: HC7/ 8003002. 
ISSN: 0021-8812. Pub. country: United States. Language: English. 
AB To develop an effective immunization protocol against human serum 
albumin-Cys-Gly-GnRH (HSA-GnRH) conjugate to delay the 

onset of puberty in heifers, 58 heifers (8 mo of age; mean +/- SE BW = 203 
+/- 1 kg) were randomly assigned to each of six treatments: 1) controls, 
.1 mg of HSA, with diethylaminoethyl (DEAE) -dextran as adjuvant, on d 0 
and 28/ 2) . 1 mg of HSA-GnRH, with DEAE-dextran, on d 0; 3) as 2) and 
booster on d 28; 4) as 3) but boosters also on d 84, 140, 196, and 252; 5) 
as 2) but half the conjugate given with DEAE-dextran adjuvant and half 
with non-ulcerative Freund ' s adjuvant (NUFA) , injected in two separate 
sites; and 6) as 2) but the conjugate given with DEAE-dextran and NUFA, 
emulsified and injected in two sites. The duration of the experiment was 
342 d. Mean plasma GnRH antibody titers (samples every 2 wk) for heifers 
in Treatments 2 to 6 were 9.4 +/- 1.16, 20.6 +/- 2.21, 43.9 +/- 2.86, 27.9 
+/- 2.67, and 44.5 +/- 3.75% binding at a plasma dilution of 1:640. The 
mean number of times estrus was observed in heifers was less (P < .05; 
pooled SEM = .53) in Treatments 4 (.2) and 6 (2.4) than in Treatments 1, 
2, 3, and 5 (7.8, 7.0, 7,0, and 6.6, respectively). The mean interval to 
the onset of puberty (the first increase in plasma progesterone > or = .5 
ng/mL for > or = 10 d with samples at 3- to 4 -d intervals) was greater (P 
< .05; pooled SEM = 11.6) for heifers in treatments 4 (339 d) and 6 (276 
d) than for heifers in Treatments 1, 2, 3, and 5 (164, 159, 165, and 170 
d, respectively). Mean ADG of heifers was reduced (P < .05) in treatments 
2, 3, 4, and 6 (.71, .72, .68, and .69 kg, respectively) compared with 
controls (.77). In summary, the multiple booster immunization treatment 
induced and maintained sufficient anti-GnRH titer to delay puberty for 175 
d; a single immunization against GnRH with DEAE and NUFA increased 
antibody titers enough to delay puberty for 112 d. However, GnRH 
immunization treatments reduced ADG of heifers in Treatments 2, 3, 4, and 
6. 
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96008063 Document Number: 96008063. PubMed ID: 8567476. Immunization of 
heifers against gonadotropin-releasing hormone: antibody titers, ovarian 
function, body growth, and carcass characteristics. Prendiville D J; 
Enright W J; Crowe M A; Finnerty M; Hynes N; Roche J F. (Teagasc, Grange 
Research Centre, Dunsany, Co. Meath, Dublin, Ireland. ) JOURNAL OF ANIMAL 
SCIENCE, (1995 Aug) 73 (8) 2382-9. Journal code: HC7; 8003002. ISSN: 
0021-8812. Pub. country: United States. Language: English. 
AB To investigate the effects of active immunization of cyclic beef heifers 
with different doses of a human serum albumin-Cys-Gly-GnRH (HSA- 
GnRH) conjugate on antibody titers, ovarian function, 

body growth, and carcass characteristics, 32 heifers (BW = 477 +/- 7.1 kg; 
mean +/- SE) were assigned to one of four immunization treatments: .1 mg 
of HSA or .01, .1, or 1.0 mg of HSA-GnRH, respectively. All heifers 
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received a primary (d 0) and booster (d 28) immunization using 
DEAE-dextran as adjuvant. The duration of the experiment was 158 d. 
Overall antibody titers against GnRH were greater (P < .05) for heifers 
immunized against GnRH (13 +/- 3.3, 22 +/- 3.8, and 19 +/- 2.8% binding at 
a plasma dilution of 1: 640 for Treatments 2 to 4 , respectively) than for 
controls (1 +/- .1%) . The numbers of heifers that became anestrous (plasma 
progesterone < .5 ng/mL for > 21 d) were 1/8, 8/8, 7/8, and 8/8, 
respectively. The interval from primary immunization to anestrus (40.7 +/- 
6 d) and the duration of anestrus (78 +/- 7 d) were not affected by dose 
of HSA-GnRH conjugate. The number of ovulations 

detected was reduced (P < .05) in GnRH- immunized (4.6 +/- .64, 4.0 +/- 
.70, and 3.6 +/- .60 for Treatments 2 to 4, respectively) compared with 
control heifers (9.4 +/- .20). During induced anestrus, follicular growth 
was generally arrested (< 5 mm in diameter) and plasma estradiol 
decreased. (ABSTRACT TRUNCATED AT 2 50 WORDS) 
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95080156 Document Number: 95080156. PubMed ID: 7988473. C-type 

natriuretic peptide (CNP) in the pituitary: is CNP an autocrine regulator 
of gonadotropes? . McArdle C A; Olcese J; Schmidt C; Poch A; Kratzmeier M; 
Middendorff R. (Department of Medicine, University of Bristol, United 
Kingdom. ) ENDOCRINOLOGY, (1994 Dec) 135 (6) 2794-801. Journal code: EGZ; 
0375040. ISSN: 0013-7227. Pub. country: United States. Language: English. 

AB Natriuretic peptides act via receptors with intrinsic guanylate cyclase 
activity to stimulate cGMP production and are thought to be important 
regulators of neuroendocrine systems. C-Type natriuretic peptide (CNP) is 
of particular interest in this regard because the highest tissue 
concentrations of CNP occur in the anterior pituitary, where it is a 
highly potent stimulator of cGMP production. Here we show that pituitaries 
of rats and mice contain abundant CNP prohormone messenger RNA (mRNA) , but 
no atrial natriuretic peptide or B-type natriuretic peptide prohormone 
mRNAs. Using reverse transcriptase-polymerase chain reaction, both A- and 
B-type natriuretic peptide receptor (GC-A and GC-B, respectively) 
transcripts were detected in rat and mouse pituitaries, although only the 
GC-B mRNA was measurable by Northern blotting. Immunohistochemistry 
revealed CNP-positive cells in the anterior, but not posterior, 
pituitaries of rats, and the vast majority of these cells were identified 
as gonadotropes by colocalization of CNP and LH immunoreactivities . 
Targeted toxicity using GnRH conjugated to the ricin-A chain was used to 
test whether gonadotropes are also direct targets for GnRH action. The 
conjugate dose dependently inhibited the proliferation of alpha T3-1 cells 
(gonadotrope -derived cells with GnRH receptors) , but had no such effect on 
GH3 cells (which do not have GnRH receptors) . Culture of rat pituitary 
cells with the conjugate caused comparable reductions in CNP -stimulated 
cGMP production, GnRH- stimulated LH release, and CA2+ ionophore 
(A23187) -stimulated LH release, but did not measurably alter cAMP 
production in response to pituitary adenylate cyclase-activating 
polypeptide. We conclude that CNP is synthesized in the pituitary, where 
it is located predominantly in gonadotropes, and GC-B receptors expressed 
in the pituitary mediate the direct effects of CNP in gonadotropes . 
Together with the recent demonstration of CNP synthesis and action in 
alpha T3-1 cells, the data suggest CNP to be a novel autocrine regulator 
of gonadotropes . 
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95017847 Document Number: 95017847. PubMed ID: 7932367. Immunization of 
bull calves with a GnRH analogue -human serum albumin conjugate: effect of 
conjugate dose, type of adjuvant and booster interval on immune, 
endocrine, testicular and growth responses. Finnerty M; Enright W J; 
Morrison C A; Roche J F. (Teagasc, Grange Research Centre, Dunsany, Co 
Meath, Ireland. ) JOURNAL OF REPRODUCTION AND FERTILITY, (1994 Jul) 101 
(2) 333-43. Journal code: JWN; 0376367. ISSN: 0022-4251. Pub. country: 
ENGLAND: United Kingdom. Language: English. 
AB Bull calves were immunized with GnRH analogue -human serum albumin 
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(HSA-Cys-Gly-GnRH) conjugate to determine the effects 

of dose, adjuvant type and interval between primary and booster injections 
on plasma testosterone and LH concentrations, and testes and body growth. 
Friesian bull calves aged between 8 and 10 weeks (n = 72) were blocked 
according to age and weight and, within block, randomly assigned to 12 
treatment combinations (n = 6 per treatment combination) in a 3 x 2 x 2 
factorial plan. Main effects were (i) conjugate dose (0.0, 0 . 1 or 1 . 0 mg 
HSA-Cys-Gly-GnRH) , (ii) adjuvant (diethylaminoethyl-dextran or 
non-ulcerative Freund's adjuvant), and (iii) interval between primary (day 
0) injection and booster injection (day 28 or 56) . Plasma testosterone and 
LH concentrations and antibody titres were determined in blood samples 
collected at 14 day intervals during the experiment (140 days) . Testicular 
measurements were taken in situ every 28 days. Antibody titres (% binding 
at 1:160 dilution) were > or = 10% 28 days after booster injection and 
remained high for 140 days in 47 of 48 GnRH- immunized bulls. The mean 
titre was higher (P < 0.05) in response to the 1 . 0 mg dose compared with 
the 0.1 mg dose (37.7% versus 29.6% binding, respectively; pooled SED 
2.55%). Mean LH and testosterone concentrations were reduced (P < 0.05) in 
immunized animals compared with controls. However, the 1 . 0 mg dose 
decreased mean testosterone concentrations by a greater extent (P < 0.001) 
than either the 0 . 1 mg or 0 . 0 mg doses. Testes length and depth, and 
scrotal circumference were decreased (P < 0.001) in immunized animals 
compared with controls; however, the 1.0 mg dose decreased (P < 0.001) 
testes parameters to the greatest extent. There was no effect of conjugate 
dose on average daily gain in body mass. It is concluded that (i) dose of 
conjugate, type of adjuvant and interval between primary and booster 
injections affected antibody titres, (ii) the use of 0 . 1 or 1 . 0 mg of 
HSA-Cys-Gly-GnRH decreased LH and testosterone concentrations, and 
testicular development throughout the experiment, without adversely 
affecting body growth, and (iii) an effective protocol is 1 . 0 mg GnRH-HSA 
conjugate, given in the adjuvant diethylaminoethyl dextran, with a 
primary-booster interval of 56 days. 
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1994:104362 Document No. 120:104362 Synthetic gonadotropin-releasing hormone 
(GnRH) vaccines incorporating GnRH and synthetic T-helper epitopes. Sad, 
Subash; Chauhan, V.S.; Arunan, K. ; Raghupathy, Raj (Nat. Inst. Immunol., 
New Delhi, India). Vaccine, 11(11), 1145-50 (English) 1993. CODEN: 
VACCDE. ISSN: 0264-410X. 

AB A vaccine against the gonadotrophin-releasing hormone (GnRH) is being 

developed as an Immunol, method for treatment of prostatic hypertrophy, 
based on the observation that active immunization against GnRH leads to 
the prodn. of ant i -GnRH antibodies which results in the shrinkage of the 
prostate gland. The authors have been investigating the regulation of 
anti-GnRH antibody responses by carrier mols. In previous studies the 
authors showed that the use of large protein mols. as carriers limits the 
use of such a vaccine owing to potential problems of carrier-induced 
anti-haptenic suppression. In this report the authors show that synthetic 
T-helper epitopes can be used as carriers for the generation of anti-GnRH 
antibody responses. 
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1993:54988 Document No.: PREV19939503 1290 . The effect of active immunization 
against gonadotropin-hormone-releasing-hormone on growth performance and 
sample joint composition of bulls. Lobley, G. E. (1); Connell, A. (1); 
Morris, B.; Anderson, R. (1); Clayton, J.; Williams, P. E. V.; Nevison, I. 
M. (1). (1) Rowett Res. Inst., Bucksburn, Aberdeen AB2 9SB. Animal 
Production, (1992) Vol. 55, No. 2, pp. 193-202. ISSN: 0003-3561. Language: 
English . 

AB Forty-six Simmental times British Friesian bull calves were allocated to 
six treatment groups. In four groups (each of eight animals) half the 
animals were given a prime injection of gonadotropin-hormone-releasing- 
hormone (GnRH) either as the decapeptide or as an octapeptide (residues 3 
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to 10) conjugated to egg albumen. Prime injection times were at 3 , 4, 5 or 
6 months of age. All animals were boosted with a GnRH 
conjugate, similar to that used for the prime injection, at 8 
months, six other animals were surgically castrated while the remaining 
eight were left as untreated bull controls. Weight gain and consumption of 
a barley-based diet offered ad libitum were recorded for individual 
animals. Blood samples were taken at a minimum of fortnightly intervals 
and the serum analysed for antibody titre against GnRH, testosterone and 
insulin-like growth factor 1 (IGF-1) . Animals were slaughtered at 12 
months and chemical analyses performed on the disectible material of the 
10th rib for protein, lipid, ash and water conent . Greater antibody titres 
and a longer period of low serum testosterone were achieved with the 
octapeptide conjugate compared with the decapetide. Serum IGF-1 slowly 
decreased following both surgical- and effective immuno-castration . There 
were no significant differences in food intake between the groups. Both 
steers and the more responsive immunocast rates had higher fat (P It 0.01), 
lower protein (P It 0.05) and water concentrations (P It 0.01) in tissues 
from a rib sample joint compared with untreated bulls. As 
immunoresponsiveness decreased there were indications of compensatory 
changes in body compsition. The technique may be applicable during periods 
of, for example, mixed grazing for bulls. 
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1990:70933 Document No. 112:70933 Composition and method to release an 

immune reaction to gonadotropin- releasing hormone (GnRH) and method for 
the immunosterilization of mammals. Silversides, David W. ; Murphy, Bruce 
D.; Mapletoft, Reuben J.; Misra, Vikram; Allen, Anne Francis (Mobay Corp., 
USA). Eur. Pat. Appl . EP 309863 A2 19890405, 11 pp. DESIGNATED STATES: 
R: AT, BE, CH, DE , ES , FR, GB, IT, LI, NL, SE . (English). CODEN: 
EPXXDW. APPLICATION: EP 1988-115371 19880920. PRIORITY: US 1987-103489 
19870930 . 

AB A mammal is Immunol, sterilized by administration of a GnRH analog 

conjugated to an adjuvant to elicit an immune response to the mammal ' s 
endogenous GnRH. The analog has .gtoreq.l of the 10 amino acids of GnRH 
replaced with another amino acid, esp. with cysteine in position 1, 6, or 
10. Thus, keyhole limpet hemocyanin was activated with 
m-maleimidobenzoylsulfosuccinimide ester, conjugated with synthetic 
[Cys6] -GnRH, and used in an adjuvant-contg . formulation to immunize mice 
for prodn. of antibodies to GnRH. A similar prepn. contg. [Cysl] - and 
[CyslO]GnRH conjugates and alhydrogel as adjuvant, 

administered (500 .mu.g i.m.) to bulls on days 0 and 35, suppressed 
testosterone prodn. 
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